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(57) Abstract 



Retinoid receptor agonists having retinoic effects 
or regulatory effects of increasing or suppressing 
retinoid actions. The agonists include compounds 
represented by general formulas (1) and (II). 
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m m ft 

tijsisii^ffl -^^ft^ffl ft * <omn> xt&tt tkmitm &*r l -c ^ a . 
x~\z.£j&ztitzm*<ox9 $>Ammw. Mz.\t, 61-22047 s-aaw* 

BUBS 61-76440 ^*e*<&£&*BM**fr, stf^t- ^ • -f*> 

■*vU • h !J — (Journal of Medicinal Chemistry, 1988, Vol. 31, No. 11, 

p. 2182) {znmmtsvote t- 1 , R*/j:4iffffl z> r. * e> 

y>r Kj £*»&ftTv^ 0 

01JX.I4, /l" hy (all-trans) • i/f^y»li, 
5ftrtI/t^--^-^-77 5!)- (Evans, R.M. , Science, 240, p. 889, 
1988) \zmiri^/>f>Wlt^±-f^- (RAR)^U H> h't LXti&LXs Wto 

(Petkovich, M., etal. , Nature, 330, pp. 444-450, 1987) „ Vf- J 4 Wm.<» 
±Vam&%:1l1-Z>±tZit£V>) (0iJ;Ui\ 4-[ (5,6,7, 8-tetrahydro-5, 5,8,8- 
tetramethyl-2-naphthalenyl)carbamoyl]benzoic acid: Am80 t£ii) Ik 

ji/Mtmmz rar ^^u-c^aettsr«#i-5^i* 5 *«*$ixt^5 
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(Hashimoto, Y. , Cell struct. Funct. , 16, pp. 113-123, 1991; Hashimoto, Y. , 
etal. , Biochem. Biophys. Res. Commun. , 166, pp. 1300-1307, 1990 £#RB.)„ 

U^/Y KWf^fflPttJWi: LTli, 4-[5H-2, 3-(2, 5- v^^-2,5- 
y)-5-^ ^/W^^^/tb.eJtl, 4] v^Tif f^-lW/U] 4-[l,3- 
t Kn-7,8-(2,5-v ; ^^-2,5- ^*1r / )-2-5j-* V-2H-1, 4-O'V* i^Ti? 

-5- -y * h % & * ft ^ ^ > -/ v? r -if f v &g 31 ft # *n e> n -c ^ 5 

(PCT/JP96/2709, gBK&ffl W097/11061)„ n ixb^'ft^li, ^rtl^mtU^y 

vf-jA vf&<a£gStt<7)Hf?.l;:o^-a4> uf/^Kx u-fe t" ? - (RXR, 

9-cis-^y -Y Vg££>j iJls b'b-f^OfttEfrmWZthX^^oU^/A KX u 

7W:i£ ft £ (Mange lsdorf, D.J. et al. , Nature, 345, pp. 224-229) 0 ^ / A 
K X U-ty^-(RXR) 14, l/f; W ^^Uir^^-(RAR) <Z>e;K gtttf* 5 
> DjO&rtMry*-*, JBflmilttwIH^-f Sfc^fctifc PPAR Rtf 
Hr^^-SlwWL-cS^L-c, z.tib<Du-t7?-{z1&&-tz>\f# 5 ^ D 3 ^ 
f - n df- -> > ft if © i^ffl Olg m * 5 r. > #91 b $ ti T V n 

5 (Mangelsdorf, D.J. et al. , The Retinoids, 2nd Ed., Ravan Press, 
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pp. 319-350, 1994) „ 

(Eyrolles, L. , et al. , Journal of Medicinal Chemistry, 37(10), pp. 1508-1517, 
1994)„ rcDfiJtT^^{i,0iJ^(i,4-(5H-7,8,9, 10- x f7t Ko-5,7,7, 10, 10- 
y^f/^yy'[e] 1-7 N[2,3-b][l,4]^Tift°^-13-r/i-) £S#g£ft<t*tf> 
It^Wuf-y-i' \KOT bt LT^ffl1"5r <b^ll^£*i-tv^ 0 £ 

fc. ^0^#{Cd: l 9, 4-(13H-10,ll,12, 13- fh7t Kn-10,10, 13, 13,15-^>- 
^^f/^t7h[2,3-b][l,2-e][l,4] ^Tiff >-7- -</W) £S#S§ft if ?Mt: 
U^y-T K • 3-^. h t (#^¥7-255912 

-^&B»)<, 

— HV-OS^ Am80 ftifCDUfV 4 KW^^^^r vvVg. £>51M±± 

5 ^ <t #;*o h tix ^ 5 0 f-T'/vi? * w-r 5 * / y * y* y^hn 

^'J ^y*^^if^>^-^fe7j^ irt Ht7"^-x-/n-7 7 ? !i -t:It5 PPAR 

(peroxisome proliferator-activated receptor) <D y 9 A w t 

7-7SVis> i?* ^mmfc t LT, M {6T {£ffi £ 5 N--< > vvl-M O 2, 4- 
f7/'J ^S^^ra^tttffcibJvO^ (<^p>p: 9-48771 -?B*$&, ftl«B 17 
iHy:xV Wvi^S * h y -•>y#v ; ^i.-^6111E^b^gP^¥#^^^e*. 
mil4~115M, l-P-30, 1997 ^10^ 27 0 , B*^£3§tT) 0 L/i>U<C#b. 

isEfitT^^ii, rttbo^r^/y i?y^tyi*Muf y-r mimz^-t 
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[*«K R\ R 2 , R\ R\ St; R 5 li^n€"tL3*Slti7K^^X(iiS^T^^^£ 

»XI4 6Jiai«:JK«Lrt «fc< ;X i±-C(R 6 )=OK -CH=C(R 7 )-, -N(R 8 )-C(K - 
C0-N(R 9 K -C(=CHR ,0 h -CO-, Xli -NR"- (5£«K R\ R\ R\ R 9 . 

TE©-«S:(II) : 
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(*«K R 21 . R 22 > R 23 , R 24 &%ft?ti®2.\^mi%*X\*l&mT/i'*fr 

— > 7 — /< — ~7 7 ? U — (Evans, R. M. , Science, 240, p. 889, 1988) \Z.W> 
t5Ut^-, L< \tl/3-/4 KUt^- (RAR RXR) OPJ 

_hlE— «feSC(I) lUfcl^-C, R\ R 2 , R\ R\ RXf R 5 tt-tnWaftStJ-**!^^- 
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sec-T/fvUg, Xtitert- if r t ftX'Z 5 0 

R\ R 2 , R\ R\ 25:0 W frbteZm^hmtetiZ^-rZ 2-o<Dm&- 

aft. HP* L<I4K**1 *v^L4^H©E«lX^4^tt«l«>T/^*/^aiS:fflv^5r > 
i^5„ 0>J;U4> tf-^m. ^»mtef*R^Z>~btf-?*, #*L<J4 

R 2 MR' J ^iit5 7x^;Hi R 2 R 3 t (l«t 9 . 5,6,7,8-f f7 
t Knf7^ U^^> 5,5,8,8-x h y ^ 6, 7, 8- rh7t + u 

X li-C(R 6 )=CH-, -CH=C(R 7 K -N(R 8 )-C(K -C0-N(R 9 )-, -C (=CHR'°) , -CO-. X 
14 -NR"- t«$tl5l©^fW^^t. rtlfj^StwioV^, R 6 , R\ R\ R 9 , 
R 10 , 23.0 R" \**tl^tim*Ll,Zfc%W^Xl*i&&T/\'*Jl'&&^1~tf, 1&K&T 

fflv^S 5. J:«3**WlwH: % ;*3vug, ai^S/f ^4rfflv>5 r 

±15-^(11) twfcl^-C, R 21 , R 22 , R 23 . 25.0 R 24 li^ftWaiftfc*** 
It, ff* L< imm& 1 ^^L4(@(7)jE^Xi4^M<7)T;Udr^S^ffl^5r i 

f;vg, sec-^^g, XII tert- ^/VXttJf&JBV^ w 5. R 25 «4 

^jRUjC-T-XJitettT/v^^**:^-!-^, {6&T/U*/ug£ LTI4, 0«j*.r*R*ft 
l fcv* 1 4fi©E*UU4£tt*lWTA'*/i'*«:ffl^a r. S 0 «fc 0 

6 



WO 99/2441 S 



PCT/JP98/0S091 



R 21 , R 22 x R 23 . RXf R 24 frbtlhmfrbm*ftZ>WfctZ>2'i<nmti* 
-t&K&o -tti b ^^t57 x -^±0$*^ i: i 1 Xli 2 &± 
<7)T^#^£«r*1-5 :Hfc55 MliXfi 6 MH^ 1 fliXil 2 fl, * L < II 

tt 2 ~ 4 i@<D p< $ b \Z» £ L < 11 4 <®<D * fvWg#S& LT WC t> J: V \ 

R 22 R 2J ififflr&7x-A>mk R 22 R 23 fc£J:!K 5,6,7,8- 
rh7k Kot7? U^^^ 5,5,8,8-7- F7^f^-5,6,7,8- ff7t Knf 

XII h ^ 5 t < 11^* y —JVT X t°<D%mT X £ £ 

liTK^fc^&l-ISfcSftSwfcllttV'' (TfSWmfEiwfcV^ para meta 

9 ffciR a 5 * *tirc*>3 r. i: £?j*U Me 11 y- f;uS?r^t)o 
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RAR RXR Srfi^L-C*J0, l/f /'f Vlft^l'f K^ftSf^fflTO 

<d v vf ft o ^ £ ^ t x v > 5 *»fi % * n nm <o \z.&mztEMZfn ft xm^ 

gi^UO^-Cliffl^^lia W097/11061 (PCT/JP96/2709) luEtftffc 9 , 

-f K©fl5ffl»Wtt©ffciMfe©Wtf#felwO^Tl4Eyrolles, L. , et al. , Journal 

of Medicinal Chemistry, 37(10), pp. 1508-1517, 1994, 7-255912 

^O^S't4?r*i--5±l5ik#^i (#'l;ii4> 4- [(5,6,7, 8-tetrahydro-5, 5,8,8- 
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tetramethyl-2-naphthalenyl) carbamoyl] benzoic acid: Am80 tiif<D\y"f- 

a^-hSE^fv^ Kf^fflHiaitt^b^ifctt^f-^-c- K*±e«A»?feft • 

f^fflSr«l34li-5©"C, ±E*SA0>«Jft • »@Wt±ta^^IIi 

e>i\ ftiaoftrtiiflHaEi-sttrt^-fe^^- • 7$ y- 

(Evans, R. M. , Science, 240, p. 889, 1988) l't^?-i:^LT4 
mimZ&W-tZxTuJ F<t&*>. % \s D 3 t£lf<D\f* 5 VD^fe, X 

mmixm^m^-r^ ppar % fn*^n:^-, coup ttztftab 

tlX*^Z>& (^±«Wt7'^-l:o^-C < Mangelsdorf, D.J. et al. , The 
Retinoids, 2nd Ed. , Ravan Press, pp. 319-350, 1994 *&m<OZt) . ~tlb 
<DU±zf? — \t. i^-fti^ uf-/-r K x u±zf& — (RXR) t'^^L-CJ:|S^S 

Hi:liftWt5Uf/'f K X Hr^-(RXR) Klfr&U 
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«^uf;^>Hi©4ftiStt*:*t«^* (flfctf, 4-[(5, 6,7,8- 
tetrahydro-5, 5, 8, 8-tetramethyl-2-naphthalenyl) carbamoyl]benzoic acid: 
Am80 ft if) lc«fc 0 ?tjB§ii5^Htt« tf * $ >Am\m(D^mRX^/X^m 

_X_ 77 *ij- (Evans, R. M. , Science, 240, p. 889, 1988) CLUi"?) Uir^ 
*-l::g£LTMg£&363H-*fcR, 0>J*.li\ *xn^ KflS^fc, fc** 5 ^ 

* - & if <d itm £ jju^-r s w t -c z % <r> -e , * *i b <d m% <o £«ffitessm<z>si 

fc**-5E3KfiJ**fcLTra:, ^JW, URASk .6IB»h £JWL 
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mm. mmm^mmmmm. &&m. mm\. ^-T^y^m. * 
mm. mmm^^mmmmm. mmm. ph mmi gfeitm. »«w 

®*%m?£ Hmis^&i-^ m* <Dmm\zfc ex. Mii^-rs 

(i^cA-Bfc^^ 0.01 -1,000 mg SjgW$£[i-effl^5:L£#-e£5o 
^(-liRfeA— BfcfC9 0.01 ~1,000 mgfIJ£<D^HT*fflV^w,h^-e£5o 

flSJ 1 : TZ91 <D&f& 

4-[2-(5,6,7,8-f h7>f^-5,5,8,8- ff7t Kn-2- -^fvW) ^o^- 
/U] KyXT^ft K 24 mg (0.072 mmol) , 2,4-f7/H ^ 10 mg 

(0.085 mmol) fcit;^!)^^ 5 mg (0.058 mmol) y — ;U 2.5 ml 

a»u -nfejfsttbfc. i n tt»iwifeit» sm^f-^-ettffiL/to *r« 
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1^7K-C^V\Na 2 S0 4 -C}|fi.7K^ra*^^^y-^J;«9^ H B B L-C TZ91 (£ 

TZ91 : Yellow needles J—h>) \ mp 227-229 °C; 'H-NMR (400 MHz, CDC1 3 ) 

8.24 (br s, 1 H), 7.87 (s, 1 H), 7.51 (d, 2 H, J = 8. 8 Hz), 7.48 (d, 2H, J 
= 8.8 Hz), 7.45 (d, 1 H, J = 1.5 Hz), 7.33 (d, 1 H, J = 8. 4 Hz), 7.30 (dd, 
1 H, J = 8.4, 1.8 Hz), 6.78 (br s, 1 H), 2.32 (d, 3 H, J = 1.5 Hz), 1.71 (s, 
4H), 1.34 (s, 6H), 1.31 (s, 6 H) ; Anal. Calcd. for C 27 H w N0 2 S, C: 75.15%, 
H: 6.77 %, N, 3.25 %; Found C: 75.08 %, H: 6.97 %, N, 3. 11 %. 

0U2 : TZ151 <7>£-J& 




1-3 R = CH,OH TZ,S1 
1-4 R = CHO 



(1-1) 1.00 g (4.27 mmol) ^ft-z^n?^ 
K 2.50 g (21.0 mmol) , «7K-0"1fy 12 ml CiiL, 14 R$|H]&fflE Lfc, f" 
■fr~/V?uyj K£@*U p-7 5y$,|fl^f^ 645 mg (4.27 mmol) SrAP 
#£7k^>irV 30 ml, mfct'Vi/y 1 ml 1.5 B#^tf# 
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-Cm\ MgS0 4 TrH&TkU aWBLfc, ->!J*^*7i^-7h^77^- (£ 
fl^f-U^) -CttRL-r, {fc£*I-2 £ 1.03 g (66 %)&1t, 
'H-NMR (400 MHz, CDC1 3 ) 8.06 (d, 2 H, J = 8.8 Hz), 7.90 (br s, 1 H), 7.75 
(d, 2 H, J = 8.8 Hz), 7.66 (d, 2 H, J = 1. 5 Hz), 7.64 (t, 1 H, J = 1.8Hz), 
3.92 (s, 3 H), 1.37 (s, 18 H). 

typify 1-2 1. 02 g (2. 78 mmol) £ THF 30 ml £i£rt»U -20 °C\ZX DIBAL 8. 34 
ml (1 M h/Wa^jgSU 8.34 mmol) £.tin*.fc.. 30 WtiM*. 2 N £ 

8£tc££*i2^ ftftxf/^jitlllLt. W«l*r#fi*"T?ifev\ MgS0 4 "Cft*, 

tfco »>!)*^7Mn?h^77^- (Rlfc*?vl/ : n- 
^-^ = i : DT-m^LT, ffc£tt 1-3 £ 786 mg (83 %)#£, 
'H-NMR (400 MHz, CDC1 3 ) 7.78 (br s, 1 H), 7.67 (d, 2 H, J = 1.8 Hz), 7.65 
(d, 2 H, J = 8.8 Hz), 7.62 (t, 1 H, J = 1.8 Hz), 7.38 (d, 2 H, J = 8.8Hz), 
4.69 (d, 2 H, J = 5.9 Hz), 1.37 (s, 18 H). 

{fr&*I-3 780 mg (2.30 mmol) ? J ]} -mt* ^ W 22 ml 

7J>U PCC 992 mg (4.60 mmol) £ AD*., MX' 2.5 «#HIHt# Lfco Rfl?*** 
IBU v/^^7^^-7^77^- (ftifc^fvu : n-^*f-^= 1:4) 
tiiL-C, -fb-a-^I-4 «r 704 mg (91 %)»*:. 

'H-NMR (400 MHz, CDC1 3 ) 9.96 (s, 1 H), 7.97 (br s, 1 H), 7.92 (d, 2 H, J= 
8.4 Hz), 7.85 (d, 2 H, J = 8. 4 Hz), 7.67 (d, 2 H, J = 1. 8 Hz), 7.66 (t, 1 
H, J = 1.8 Hz), 1.38 (s, 18 H). 

1-4 150 mg (0. 45 mmol) , 2,4-f7'/ V itlsi?** 52 mg (0.45 mmol) 
Zmfch'^y 10ml IwlKflBL, t'^'Jv^^ 11 mg (0. 13 mmol) £ftlfc 8mg (0. 13 
mmol) tmfrh'l'^y 1.4 ml «7!l> LfcjSiR**nit"r 120°CtCT 3.5 

V\ MgS0 4 •C'BfeTK, jS«ESr*«LtTTZ151 £ 194 mg (99 %)#£„ 

TZ151 : Yellow powder (S8sf/l'/n-^*t^); mp > 300°C; 'H-NMR (400 

MHz, DMS0-d B , 30<C) 10.43 (s, 1 H) , 7.93 (d, 2 H, J - 8. 4 Hz), 7.75 (s, 1 

15 



WO 99/24415 



PCT/JP98/05091 



H), 7.74 (d, 2 H, J = 1.8 Hz), 7.63 (m, 3 H), 1.35 (s, 18 H) ; Anal. Calcd. 
for C 25 H 28 N 2 0 3 S, C: 68. 78 %, H: 6. 46 %, N: 6. 42 %; Found C: 68. 70%, H: 6. 59 %, 
N: 6. 15 %. 

0ij3 :TZ153 <D&f& 

3,5-v-tert-yf-^i«(I-l) t ■-7 5;mt>^SrtU*I»i 
LXm2<DlfmiZ'&<oX TZ153 &£j&L£:„ 

TZ153 : Pale yellow powder (fffl*:*fvU/'n-^*iH') ; mp 252 °C; 'H-NMR (400 
MHz, DMS0-d 6 , 30°C) 10.36 (s, 1 H), 8. 16 (br s, 1 H), 7.76 (m, 4 H),7.63 (t, 
1 H, J= 1. 8 Hz), 7. 52 (t, 1 H, J = 8. 1 Hz), 7. 37 (d, 1 H, J = 8. 0 Hz), 1. 35 
(s, 18 H); Anal. Calcd. for C 25 H 28 N 2 0 3 S, C: 68.78%, H: 6.46%, N: 6.42%; Found 
C: 68.81 %, H: 6.60 %, N: 6.59 %. 



14 : TZ155 <D&f& 



HOOC 



CHO 2,4-thiazolidinedione 



piperidine, AcOH, A HOOC 



III 



l)SOCl : 



2) 3,5-di-ferf-butylaniline 




N-H 



p-*;U> /U-£!.#@£(II-1) l.OOg (6.67 mmolh 2,4-f T/D i/^tV 858 
mg (7.33 mmol) £«StK 40 ml l:illfc, 170 mg (2.00 

mmol) % ffg£ 120 mg (2.00 mmol) £4&7Kh/I^^ 20 ml Ul?g/^ L^M^AP 
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h,Uni>^>-t:y,20%T-fe h^*»«-cas*L,ft*U-C,fb'&» II-2 1.57 
g (94 

'H-NMR (400 MHz, DMS0-d 6 , 30°C) 8.04 (d, 2 H, J = 8.4 Hz), 7.79 (s, 1 H), 

7.70 (d, 2 H, J = 8.4 Hz). 

ikikfa 1 1-2 250 mg (1. 00 mmol) SrflS*^^^ 12 ml L, S0C1 2 627 mg 

(5.27mmol)^Dx.T, 14 fl#|g]StfE Ltz a SKI, *9* Lfcft, ^zk^-tTWOml 
fc.!B»U ^ 210mg (1.00 mmol) , *&7kf !) 4ml 

xf;i/TJ«llllLt WMJV *r**5*c-C35fev ^ , MgS0 4 fV*?* 
*7i^D-7h^77^- (BlFK^^:n-^^>= 3 : 2) LT, TZ155 

£ 390 mg (89 

TZ155 : Pale yellow powder (ftR^f-yu/n-^^f-^) ; mp 266-267 °C; 'H-NMR 
(400 MHz, DMS0-d 6 , 30°C) 10.20 (s, 1 H), 8.08 (d, 2 H, J = 8.4 Hz), 7.87 (s, 
1 H), 7.74 (d, 2 H, J = 8.4 Hz), 7.69 (d, 1 H, J = 1. 5 Hz), 7. 16(t, 1 H, J 
- 1.5 Hz), 1.30 (s, 18 H); Anal. Calcd. for C 25 H 28 N 2 0 3 S, C: 68.78 %, H: 6.46%, 
N: 6.42 %, Found C: 68.52 %, H: 6.52 %, N: 6.37 %. 

ffl 5 : TZ157 (D^WL 



m-7tvu $ /U£S*Sft(III-l) 800 mg (5. 33 mmol) , 2, 4-^T / V V^ttl/ 686 
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mg (5.87 mmol) b'^y 40 ml l^iSLt, f^y 136 mg (1.60 

mmol) , Btft 96 mg (1.60 mmol) h/Uiny 16 ml l^feM LtzW&ZMz., 

120 0 C"C4.5 ^W\mW.Ltz 0 M^ifi^t'^L, #ttit^ B B a$r^t, 

-<y-fe?y, 20%T± b>*mmX'&cftL. lb£#l III-2 & 

1.017 g (77 %) fcfc. 

'H-NMR (400 MHz, DMS0-d fi , 30°C) 8.14 (s, 1 H), 8.01 (d, 1 H, J = 7.7 Hz), 
7.86 (s, 1 H), 7.85 (d, 1 H, J = 7. 7 Hz), 7.66 (t, 1 H, J = 7. 7 Hz). 

\\L^m III-2 250 mg (1.00 mmol) &«7k-<>'-t?V 14 ml MiSU S0C1 2 627 
mg (5.27 mmol) £rflOX."C\ 14 B^ltijit L£„ S0C1 2 £i§:fcL^m> m^>^ 
1/ 10 ml IwjgfflU 3,5-v-tert-y^-yUT- V V 210 mg (1.00 mmol) , &tK 
fy-^y 4 ml £*0;L, ^l&X2VmmWLtz 0 KJft^Tk^/J^c 2 N i£ 

m^nTL, mm^^x'temLtz, mmmz. m s so 4 x^tk, ^ 

->y*W7^n7^77^ (M^fvl- : n-— *1r:/ = 3:4) 
X-mULX. TZ157 £ 292 mg (67 %)#fc 0 

TZ157 : Colorless needles m^i~^/n— ; mp 263 t; 'H-NMR (400 
MHz, DMS0-d 6 , 30t) 10.20 (s, 1 H), 8. 15 (s, 1 H), 8.04 (d, 1 H, J =7.7 Hz), 
7.87 (s, 1 H), 7.78 (d, 1 H, J - 7. 7 Hz). 7.69 (t, 1 H, J - 7. 7 Hz), 7.67 
(d, 2 H, J = 1.5 Hz), 7.17 (t. 1 H, J = 1.5 Hz), 1.30 (s, 18H) ; Anal. Calcd. 
for C 25 H 28 N 2 0 3 S, C: 68. 78 %, H: 6. 46 %, N: 6. 42 %, Found C: 68. 82 %, H: 6. 65 %, 
N: 6. 56 %. 

Me : TZ161 




o 




CHO 



l)NaH: CH,I 



2) 2,4-thiazolidinedione 
piperidinc, AcOR A 



1-4 R = H 
IV-1 R = CH 3 



TZ161 



N 



H 
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NaH 97.6 mg (60 % , 2.45 mmol) £ n-^-f^X^\ DMF 1 ml l^iSLfc. 
K 1-4 (012$!$) 550 mg (1.63 mmol) DMF 10 ml 
20 #ft#L7t 0 3 ■JMfc^fvW 0. 19 ml (3.05 mmol) Mx., 45 ftfcW b 
fc„ DMF£@£U 7K^DX.T^t^^^^T«ffityic «l£&&7k-t*&V\ 

m*.*f->V : n-^^f"^= 1 :3)tMlU, IV-1 £ 389 mg (68 %) ft 

tz 0 

'H-NMR (400 MHz, CDC1 3 ) 9.90 (s, 1 H), 7.73 (d, 2 H, J = 8.4 Hz), 7.31 (t, 
1 H, J = 1.8 Hz), 7.31 (t, 1 H, J = 1.8 Hz), 7.15 (d, 2 H, J = 8.4 Hz), 7.13 
(d, 2 H, J = 1.8 Hz), 3.56 (s, 3 H), 1.14 (s, 18 H). 

it^Vo IV-1 385 mg (l.lOmmolh 2,4-f7y V 128 mg (l.lOmmol) 

fr&i^yjVzL^ 8 ml t^!l®U t'^y-^ 26 mg (0. 33 mmol) 20 mg (0.33 

mmol)£«7K Y^iy 3 ml fcjgf* t fcigi&^DxT 120 tilt 1.5 B#^ilj3ltt 

MgSO., -CHftTk, igttS3:*ffiLfc. »^yM^7^^vf^7^- (ft 
ifcaifvU : n--^-9-V= 1 : Dt^Lt, TZ161 £417 mg (84.5 %) 
TZ161 : Yellow plate (ftlftaf-yU/n-^*-^^) ; mp 265 °C; 'H-NMR (400 MHz, 
DMS0-d„ 30<C) 7.70 (s, 1 H), 7.46 (d, 2 H, J = 8.4 Hz), 7.29 (t, 1 H, J = 
1.5 Hz), 7.26 (d, 2 H, J = 8.4 Hz), 7.09 (d, 2 H, J = 1.5 Hz), 3.41 (s, 3 
H), 1. 12 (s, 18 H) ; Anal. Calcd. for C^oW, C: 69. 31 %, H:6. 71 %, N: 6. 22 %, 
Found C: 69.01 %, H: 6.68 %, N: 5.93 %. 

m 7 : TZ163 <D&f& 

3-(3,5- S,?-tert-^f-/l'73:=i/U*yW<*-l'/l/) ^yXT^f t K (m-T 5 / 

&MWk*?-A't*b<k&'h 1-4 tmrn^fc) zmm^MtLx. me<D^m 

|wttotTZ163 &£f&Ltz 0 

TZ163 : Yellow plates (ft8^5vV/n-^*f->-) ; mp 195 °C; 'H-NMR (400 MHz, 
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DMS0-d 6 , 30*0 7.61 (s, 1 H). 7.46 (t, 1 H, J = 7.7 Hz), 7.38 (m. 2H), 7.27 
(t, 1 H, J = 1.8 Hz), 7. 14 (br s, 1 H), 7.08 (d, 2 H, J = 1.8 Hz), 3.42 (s, 
3 H), 1.11 (s, 18 H); Anal. Calcd. for C 26 H 30 N 2 0 3 S, C: 69.31 %, H: 6.71 %, N: 
6.22 %, Found C: 69.41 %, H: 6.92 %, N: 5.99 %. 

018 :TZ165 <D$tiL 

f-TVWy H-2 (#J4#HB) 3,5-^-tert-y^W-N- *?vU7=y 

^^rttSHrai: LT, 0H ro*Si:|ot TZ165 Sr^ricLfc (79 %) . 
TZ165 : Pale yellow prisms (iMfcacfvlz/n-^**:') ; mp 253-254 °C; 'H-NMR 
(400 MHz, DMS0-d 6 , 30°C) 7.67 (s, 1 H), 7.38 (d, 2 H, J = 8.4 Hz), 7.29 (d, 
2 H, J = 8.4 Hz), 7.11 (s, 1 H), 6.93 (s, 2 H), 3.42 (s, 3 H), 1. 12 (s, 18 
H); Anal. Calcd. for C 26 H 3 oN 2 0 3 S, C: 69.31 %, H: 6.71 %, N: 6.22 %, Found C: 
69.05 %, H: 6.53 %, N: 6.48 %. 

0iJ9 :TZ167 <D&f& 

^7'/!)^ III-2 m5&m ti&Xf 3, S-^-tert-yfvm- yfvU7=. 

U ^&ttl*ISi*4fc LT, 0U5<75*j5feWS6o-CTZ167 £-a-j£L/c (76%). 

TZ167 : Colorless prisms (BRatf-zW/n-^*^^) ; mp 238 °C; 'H-NMR (400 

MHz, DMS0-d 6 , 30 C C) 7.58 (s, 1 H), 7.48 (m, 2 H.) 7.23 (br s, 1 H), 7.10 (s, 

1 H), 6.93 (d, 2 H, J = 1.5 Hz), 3.44 (s, 3 H), 1. 11 (s, 18 H) ; Anal. Calcd. 

for C 26 H 30 N 2 0 3 S, C: 69. 31 %, H: 6. 71 %, N: 6. 22 %, Found C: 69. 13 %, H: 6. 78 %, 

N: 6.34 %. 

ffl 10 : TZ175 <D&& 

2,i-*i,\j i/^if-T^y ^ II-2 (0U#!g) «ra«JJR»i: LTC, 0J4<£> 
*fet^oTTZ175 Z&f&Ltt (88%) , 

TZ175 : Pale pink powder mitt f V^/t * / - /U) ; mp 269 °C; 'H-NMR (400 
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MHz, DMS0-d 6 , 30t) 9.89 (s, 1 H), 8.08 (d, 2 H, J = 8. 4 Hz), 7.86 (s, 1 H), 
7.73 (d, 2H, J = 8.4 Hz), 7.21 (d, 1 H, J = 8.1 Hz), 7.08 (s, 1H), 7.02 (d, 
1 H, J = 8. 1 Hz) , 2. 29 (s, 3 H) , 2. 20 (s, 3 H) ; Anal. Calcd. for C 19 H, 6 N 2 0 3 S, 
C: 64.76 %, H: 4.58 %, N: 7.95 %; Found C: 64.51 %, H: 4.67 %, N: 8.07 %. 

mil : TZ177 <D&J& 

2,4-3-^1) i/ytf-TV}) W IH-2 (^1J5#BS) Ztti^mAk Lt, #J5 
(D^m^ifc^XTZm (31 %) o 

TZ177 : Colorless needles (fait* ? W/t 5 / -/U) ; mp 245 °C; 'H-NMR(400 
MHz, DMS0-d 6 , 30°C) 9.90 (s, 1 H), 8. 15 (s, 1 H), 8.04 (d, 1 H, J = 7.7 Hz), 
7.87 (s,l H), 7.79 (d, 1 H, J = 8. 1 Hz), 7.68 (t, 1 H, J = 7.7 Hz), 7.23 (d, 
1 H, J = 8.1 Hz), 7.09 (s, 1 H), 7.03 (d, 1 H, J = 8. 1 Hz), 2.29 (s, 3 H), 
2.21 (s, 3 H); Anal. Calcd. for C l9 H l6 N 2 0 3 S, C: 64.76%, H: 4.58 %, N: 7.95 %; 
Found C: 64.57 %, H: 4.41 %, N: 7.89 %. 

#J 12 : TZ181 <D%$L 




V-3 R = CH,OH TZ181 
V-4 R = CHD 



5,6,7,8-X h7t Kd-5,5,8,8- T F7^f/K- t7 h^SI(V-l) 700 mg 
(3.01 mmol)£^ Jt—frir n y j K 8 ml ('ML, DMF £ 1 miN?LXm&X* 2 
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ffltDflt ft=/v^7^ K&9*U /^MBM^ 450 mg 

(2.98mmol) ioi^^^^W 5 / k*U i/> 5mg^Px, Hk&W&y 20ml 

t/Co W$SS£2 N tK, **fi*T?ifeV\ Na 2 S0< "Oft* U »*L"r» {L-a 

m V-2 £#/c (97 %) 0 

fb&«DV-2 183 mg (0.50 mmol) & THF 10 ml H8?jl»U "45 °C(w"C DIBAL 1.5 
ml (1 M h/^yfe&. 1.5 mmol) ClflO*-*:,, 30 SJCffiS: 2 N % 

■fcfc&tfii*, RSt*fvi/"T?tttiJLfc. TOI V\ N^SO, T'^tK. 

-fk^f- 1 : 3)"Ctt»L"C, lt^V-3 £ 142 mg (84 %) *#£ e 
'H-NMR (400 MHz, CDC1 3 ) 7.86 (d, 1 H, J = 2.2 Hz), 7.78 (br s, 1 H), 7.63 
(d, 2 H, J = 8. 4 Hz) , 7. 55 (dd, 1 H, J = 2. 0, 8. 2 Hz) , 7. 40 (d, 1 H, J= 8. 8 
Hz), 7.37 (d, 2 H, J = 8.4 Hz), 4.68 (s, 2 H), 1.72 (s, 4 H), 1.33 (s, 6 H), 
1.31 (s, 6 H). 

V-3 140 mg (0.42 mmol) * t 9 J —fry ]} f- VV 10 ml twjS 

ri>U PCC 100 mg (0.46 mmol) ^iDx> 1 BSIWJH* Lfc«, U 

99 mg (71 %) *#/c c 

'H-NMR (400 MHz, CDC1 3 ) 9.95 (s , 1 H), 7.92 (br s, 1 H), 7.91 (d, 2 H, J 
= 8.8 Hz), 7.87 (d, 1 H, J = 1. 8 Hz), 7.84 (d, 2 H, J = 8. 8 Hz), 7.56 (dd, 
1 H, J = 2.0, 8.3 Hz), 7.43 (d, 1 H, J = 8.4 Hz), 1.73 (s, 4 H), 1.34 (s, 
6 H), 1.32 (s, 6 H). 

it&VB V-4 73 mg (0.22 mmol), 2, 4-^T V ]) *?>*JHr s S 30 mg (0.26 mmol) 
^Mfohfr^y 4 ml [zmMLtZc f^D i?> 173 Ml tSI 100m 1 h 
/Viy 25 ml t~*gri>U *©JgfS 3 ml ^AB^T 120 'Ct'T 2 RfrlRI8&E Lit 0 

Rjcs***u:a£a*, RHif-^-ctaua Lfc. «-«m«: 2 n are, zk-esfc 

l\ Na 2 S0 4 -?J&7K, *«IE«:iMtL-C TZ181 £ 100 mg (JtSfft) t#fc 0 
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TZ181 : Yellow needles (MfctfvU/n-^aMfi') ; mp 288-290 °C; 'H-NMR (400 
MHz, DMS0-d 6> 30t) 12.52 (s, 1 H), 10.36 (s, 1 H), 7.94 (d, 2 H, J = 8. 8 
Hz), 7.88 (d, 1 H, J - 2.2 Hz), 7.76 (s, 1 H), 7.71 (dd, 2 H, J = 2.2, 8.4 
Hz), 7.60 (d, 2 H, J = 8.8 Hz), 7.48 (d, 1 H, J = 98. 3 Hz), 1.68 (s, 4 H), 
1.31 (s, 6H), 1.28 (s, 6H); Anal. Calcd. for C 25 H 26 N 2 0 3 S, C: 69.10%, H: 6.03%, 
N: 6.45 %; Found C: 69.05 %, H: 6.23 %, N: 6.55 %. 

m 13 : TZ183 <n£f& 

5,6,7,8-fh7th*n-5,5,8,8- 7' h y * fvW-2- t7 hiR(V-l) t m-T 
5 ^frZm&Bfflt tX, M 12 (DUm^^Xlim Sr^ritLt. 

TZ183 : Colorless powder (HfB[if';l//n-^*t>); mp 183 °C; 'H-NMR (400 
MHz, DMS0-d fi , 30°C) 10.29 (s, 1 H), 8.15 (s, 1 H), 7.88 (d, 1 H, J = 1.8 Hz), 
7.76 (d, 1 H, J = 1.8 Hz), 7.26 (s, 1 H), 7.26 (s, 1 H), 6.71 (dd, 1 H, J 
= 8. 4 Hz, 1. 8 Hz), 6. 50 (t, 1 H, J = 7. 7 Hz), 6. 49 (d, 1 H, J = 8. 1 Hz), 6. 35 
(d, 1 H, J = 2.1 Hz), 1.69 (s, 4H), 1.31 (s, 6 H), 1.28(s, 6 H) ; Anal. Calcd. 
for C 25 H 26 N 2 0 3 S, C: 69. 10 %, H: 6. 03 %, N: 6. 45 %; Found C: 68. 81 %, H: 5. 92 %, 
N: 6.51 %. 

M 14 : TZ185 <D£j& 

5,6,7,8-X byt Kn-5,5,8,8- fh7^f^-2- t7W^if7y'U 
>?y 1 1-2 (0H#JB) *m¥&Wft k LX . M4<r>1jmz.&oX TZ185 ^fiKL 

to 

TZ185 : Pale orange plates (g^^/U/n-^ir V) ; mp 234 °C; 'H-NMR (400 
MHz, DMS0-d 6 , 30 °C) 10.18 (s, 1 H), 8.07 (d, 2 H, J = 8.4 Hz), 7.86 (s, 1 
H), 7.73 (d, 2 H, J = 8.4 Hz), 7.68 (d, 1 H, J = 2.2 Hz), 7.57 (dd, 1 H, J 
= 8.4 Hz, 2.2 Hz), 7.28 (d, 1 H, J = 8. 4 Hz), 1.65 (s, 4 H), 1.25 (s, 6 H), 
1.24 (s, 6 H); Anal. Calcd. for C^N^S, C: 69. 10 %, H:6.03 %, N: 6.45 %; 
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Found C: 69.40 %, H: 6.10 %, N: 6.55 %. 

m 15 : TZ187 Ool 

5,6,7,8-^ F7t Ko-5,5,8,8- 7" h7^f^-2- t7W^if7y'U 
<jy III-2 5 #BH) ^rttSWJ4i:tT, #J 5 <7>#&(-&oT TZ187 *&$L 

TZ187 : .Colorless plates ; mp 187 °C; 'H-NMR(40 MHz, 

DMS0-d 6) 30°C) 10. 18 (s, 1 H), 8. 14 (s, 1 H), 8.03 (d, 2 H, J = 7. 7Hz), 7.87 
(s, 1 H), 7.78 (d, 1 H, J = 7.7 Hz), 7.68 (t, 1 H, J = 7. 7 Hz), 7.68 (d, 1 
H, J - 2.2 Hz), 7.56 (dd, 1 H, J = 8. 8 Hz, 2.2 Hz), 7.29 (d, 1 H, J = 8. 4 
Hz), 1.65 (s, 4H), 1.26 (s, 6 H), 1.24 (s, 6 H) ; Anal. Calcd. for C 25 H 26 N 2 0 3 S, 
C: 69.10 %, H: 6.03 %, N: 6.45 %; Found C: 68.81%, H: 6.21 %, N: 6.37 %. 

0IJ 16 : TZ191 



O 




NaH 18 mg (60 % , 0.45 mmol) £ n-^3-7" >"Ci5feV \ DMF 1 ml \zB : MLtl 0 
7/Urt K V-4 (f'J12#BS) 100 mg (0.30 mmol) £ DMF 4 ml \ZifefrLXl)\lZ.. 
^ElX 15 ^tf#t7to 3 ^ffc^fvu 0.07 ml (1. 12 mmoD^D^, 30 & t 

M g so 4 x-RL-fcik. mmz&m^tz 0 m^z^v lof^iiy^t*-* y??7<<~- 

mm^J^ : n— *1r^ = 1 : 2)xmmLX. it&W) VI-1 £ 388. 9 mg (63%) 
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'H-NMR (400 MHz, CDC1 3 ) 9.92 (s, 1 H), 7.75 (d, 2 H, J = 8.4 Hz), 7.24 (dd, 
1 H, J = 8.1, 1.8 Hz), 7.19 (d, 1 H, J = 8.4 Hz), 7.18 (d, 1 H, J = 8.4 Hz), 
7.04 (d, 1 H, J = 1.8 Hz), 3.55 (s, 3 H), 1.60 (m, 4 H), 1.20 (s, 6 H), 0.93 
(s, 6 H). 

VI-1 60 mg (0. 17 mmolh 2,4-f7y' V 20 mg (0. 17 mmol) 

^ffiTjc h/Uai^ 4 ml MfSiU tT^y 4.4 mg (0.052 mmol) fcftgf 3. lmg 
(0.052 mmoD&SMc h/l^y 0.5 ml C^ILt^i^SDtt 120 'CKX 40 # 

96V\ MgS0 4 -C^tK, SttEfcttfiLfc. 9I^!)*^*7i^^h^7 
-f- (RH^fvU :n-^^> = 1 :3)t'ffllt, TZ191 £ 417 mg (93 %)# 

TZ191 : Yellow powder (gtB^fvW/n-^l*-^) ; mp 235 °C; 'H-NMR (400 MHz, 
DMS0-d 6 , 3<flC) 7.71 (s, 1 H), 7.48 (d, 2 H, J = 8.8 Hz), 7.28 (d, 2H, J = 
8.4 Hz), 7.27 (d, 1 H, J = 8.4 Hz), 7.22 (dd, 1 H, J = 8.4, 1.5 Hz), 6.98 
(d, 1 H, J = 1.8 Hz), 3.40 (s, 3 H), 1.53 (m, 4 H), 1.17 (s, 6H), 0.89 (s, 
6 H); Anal. Calcd. for C 26 H 28 N.AS. C: 69.62 %, H: 6.29 %,N: 6.24 %. Found C: 
69.33 %, H: 6.38 %, N: 6.31 %. 

M 17 : TZ193 <D&& 
3-(5,6,7,8- Th7t Kd-5,5,8,8- x h 9 * 7vW2- t7f/V*/^^ fr) 

m%W.ftbLX. m 16<7)^feMo-CTZ193 ££j&L£„ 

TZ193 : Colorless plates (Sllxf /W/n— ; mp 188 °C; 'H-NMR (400 

MHz, DMS0-d 6 , 30°C) 7.64 (s, 1 H), 7.47 (t, 1 H, J = 7.7 Hz), 7.38 (m, 2 H), 
7.24 (d, 1 H, J = 8. 1 Hz), 7.16 (dd, 1 H, J = 8.4, 1.8 Hz), 7.03 (d, 1 H, 
J = 1.8 Hz), 3.41 (s, 3H), 1.52 (s, 4H), 1.14 (s, 6H), 0.91 (s, 6 H) ; Anal. 
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Calcd. for C 26 H 28 N 2 0 3 S, C: 69.62 %, H: 6.29 %, N: 6.24 %, Found C: 69.65 %, 
H: 6. 16 %, N: 6.08 %. 

m 18 : TZ195 <D^$L 

f7/y-^ H-2 (fij4#B?,) isXU 5,6,7,8-7- h7't Kn-N, 5, 5, 8, 8- ^ 
V^fvU-2- -f^TVWT 5 y kfrbW4<DjfmzV£oX&J&Ltl (80%) o 
TZ195 : Pale yellow plates (H^TVU/n-^f-V) ; mp 233 °C; 'H-NMR (400 
MHz, DMS0-d 6> 30°C) 7.69 (s, 1 H), 7.39 (d, 2 H, J = 8.1 Hz), 7.31 (d, 2 H, 
J = 8.1 Hz), 7.26 (d, 2H, J = 8.8 Hz), 7.06 (dd, 1 H, J = 8. 4, 2.6 Hz), 6.83 
(br s, 1 H), 3.37 (s, 3H), 1.50 (m, 4H), 1.16 (s, 6H), 0.91 (s, 6 H) ; Anal. 
Calcd. for C 26 H 28 N 2 0 3 S, C: 69.62 %, H: 6. 29 %, N: 6.24 %, Found C: 69.38 %, 
H: 6.42 %, N: 6.02 %. 

m 19 : TZ197 <7>£j& 

=f-T V" ]) i/ls III-2 m 5 #BS) 5, 6, 7, 8-r h =7 t Kn-N, 5, 5, 8, 8- ^ 

^^rvU-2- -rv^/^T 5 >-7J>b^cO#fe^t£o-C£-J5£L?t (70%) „ 
TZ197 : Pale yellow prisms (H^fvU/n-^.* 1r» ; mp 237 °C; 'H-NMR (400 
MHz, DMS0-d 6 , 30*0 7.59 (s, 1 H), 7.48 (d, 1 H, J - 7.0 Hz), 7.42 (m, 2 H), 
7.24 (d, 1 H, J = 8.4 Hz), 7. 19 (s, 1 H), 7.04 (dd, 1 H, J = 8. 4, 2.2 Hz), 
6.85 (d, 1 H, J = 2.2 Hz), 3.41 (s, 3 H), 1.51 (s, 4 H), 1. 14 (s, 6 H), 0.91 
(s, 6H); Anal. Calcd. for C 2ti H 28 N 2 0 3 S, C: 69.62 %, H: 6.29%, N: 6.24%, Found 
C: 69.51 %, H: 6.37 %, N: 6.27 %. 
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&\ 20 : TZ201 <D&$L 



a 




R 



2) PCC 

3) 2,4-thiazolidinedione 
piperidine, AcOH, A 



1) DIBAL 



a 




VII-l R = COOCH 
VI 1-2 R = CH,OH 
VII-3 R = CHD 



TZ201 



jx*7vWfcVII-l 110 mg (0.24mmol) & THF 10 ml ld8j5»U -20°CI^-C DIBAL 
1.5 ml (1 M hJ^^mm. 1.5mmol) mp*.fc. 3B#[^&, KfS$£2N 

flS^Ui^ 1 :4)-ett»L-C^feVII-2 ^ 100 mg (97 %) 

•H- NMR (400 MHz, CDC1 3 ) 7.81 (d. 2 H, J = 8.4 Hz), 7.40 (d, 2 H, J = 8. 4 

Hz), 7.31 (d, 1 H, J = 7.3 Hz), 7.13 (dt, 1 H, J = 1. 8, 7.3 Hz), 7.08 (dt, 

1 H, J =1.5, 7.3 Hz), 6.97 (dd, 1 H, J = 1. 5, 7.7 Hz), 6.94 (s, 1 H), 6.92 
(s, 1 H), 4.77 (d, 2 H, J = 4.4 Hz), 3.25 (s, 3 H), 1.64 (m, 4 H) , 1.32 (s, 
3 H), 1.26 (s, 3 H), 1.14 (s, 3 H), 1.05 (s, 3 H). 

fc-g-tl VII-2 100 mg (0.24 mmol) 9 J — ^7 V f" ls> 10 ml (I 

j§j&>U PCC 60 mg (0.28 mmol) £:AQx., MfiT* 1 B#fBHt# Lfc c Kl£iK&*l§ 
U •> !J * W 7 h ^7 7 ^ - (RKxf /U : fift^ fl^^= 1:50) 

■C»»L"C, VII-3 £72 mg (72 Wflfcfc. 

'H-NMR (400 MHz, CDC1,) 10. 10 (s, 1 H), 7.98 (d, 2 H, J - 8.0 Hz), 7.92 (d, 

2 H, J = 8.8 Hz), 7.32 (d, 1 H, J = 7.7 Hz), 7.17 (dt, 1 H, J = 1.5,8.0 Hz), 
7.10 (dt, 1 H, J = 1.5, 7.7 Hz), 6.98 (dd, 1 H, J = 1. 5, 8.1 Hz). 6.93 (s, 
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1 H), 6.86 (s, 1 H), 3.26 (s, 3 H), 1.65 (m, 4 H), 1.32 (s, 3 H), 1.27 (s, 
3 H), 1.12 (s, 3 H), 1.04 (s, 3 H). 

-ffc£*B VII-3 70 mg (0. 17 mmolh 2,4^7/!)^^^ 20 mg (0. 17 mmol) 
4 ml ClStt. t°^y^> 173m 1 fcftBt 100m 1 r 
^aiy 25 ml Kt£/S>U WW 2. 5 ml £flD*.-t 120 °OtwT 2 ^3% Lfc„ 

l\ N^SO.-CflftTK, iSi^SILt TZ201 £ 73 mg (84 %) 
TZ201 : Red needles (gtg^fv^/^ * / -/W) ; mp >300 «C; 'H-NMR (400 MHz, 
DMS0-d 6 , 30°C) 12.62 (s, 1H), 7.83 (s, 1 H), 7.82 (d, 2 H, J = 8.7Hz), 7.69 
(d, 2H, J = 8.3 Hz), 7.16-7.22 (m, 2H), 7.09 (m, 2 H), 7.06(s, IV), 6.90 
(s, 1 H), 3.21 (s, 3 H), 1.62 (m, 4 H), 1.30 (s, 3 H), 1.26 (s, 3 H), 1.13 
(s, 3 H), 1.03 (s, 3 H); Anal. Calcd. for C^NAS • H 2 0, C: 71.23 %, H: 
6.16 %, N: 7.79 %; Found C: 71.12 %, H: 6.02 %, N:7.71 %. 
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0ij 21 : TZ221 (D£j& 



o 




DIBAL 



TZ221 



1,2,3,4-f h7th'c-l,l,4,4-f f^f^t^nv (VIII-1) 1.00 g 
(5. 32mmol)*5<fct/xW7^/H^y /J-jU^x^/lsfu L) K 1. 06 g (5. 32 mmol) 
*t ^ y-/>7 y ^-U^ 20ml ^7)>U ^{bT/W5-^i^ 1.42 g 

(10.64 mmol)£7k&TrtO;t. 30 L7t. SrTkTkt-fctl > @*6t 

^^^r'ttatHLfc, Mif^*. £i&7kT'$ci\ MgSO, -cflJiTKs 

^7A^7 h^77^- (RKai^:^*f-^= 1:20 0V>"C 1:10) T' 
*M5lLt\ lfc£t> VIII-2 £ 1.30 g (70%) 'H-NMR (400 MHz, CDC1 3 ) 8.14 

(d, 2 H, J = 8.4 Hz), 7.83 (d, 2 H, J = 8. 4 Hz), 7.78 (d, 1 H, J = 1. 8 Hz), 
7.53 (dd, 1 H, J = 8.4, 1.8 Hz), 7.40 (d, 1 H, J = 8.0 Hz), 3.97(s, 3 H), 
1.72 (s. 4 H), 1.32 (s, 6 H), 1.29 (s, 6 H). 

VIII-2 1.20 g (3.43 mmol)£T^=>->E&T, THF 15 ml K-tt^LXs 
-78 °C[ZXMWLWb DIBAL 13.7ml (1 M IwUxyjgifc, 13.7 mmol) 
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tltzit&W (937.5 mg) £t#fc<7>-C. Stf, DIBAL fcj: 5 0°C. 30 ^TiItc 

U H*0!lteitJ:9fl:^ VIII-3 £ 896 mg (81 %)#fc 0 

'H-NMR (400 MHz, CDC1 3 ) 7.40 (d, 2 H, J = 8.1 Hz), 7.34 (m, 3 H), 7.25 (d, 

1 H, J = 8.0 Hz), 7.05 (dd, 1 H, J = 8.0, 1.8 Hz), 5.80 (s, 1 H), 4.68 (s, 

2 H), 2.15 (br s, 1 H), 1.67 (s, 4 H), 1.26 (s, 6 H), 1.25 (s, 6 H). 
T-O'S-J- 4.70 g t PCC2.65g (12. 3 mmol) % * 9 J —^7 U —&ik* T \s 

> 10 ml llT^^yfMiL, fl^ifc VIII-3 810 mg (2.50 mmol) 

/— yU7y-tttfk>f-U>- 10 ml (wj§»fC^*^iJDX.fco l^FTO, KJ&SS 

£*HSU -to* As* J 1*9 H /77-f-(ftKxf/V:n-^tV= 1 : 

7)tl«t "9»SiLT, VIII-4 & 798 mg (99.7%)#£„ 

'H-NMR (400 MHz, CDC1 3 ) 10.14 (s, 1 H), 8.00 (d, 2 H, J = 8.4 Hz), 7.91 (d, 

2 H, J = 8. 1 Hz), 7.80 (d, 1 H, J = 1.8 Hz), 7.53 (dd, 1 H, J = 8.4,2.2 Hz), 

7.41 (d, 1 H, J = 8.1 Hz), 1.73 (s, 4 H), 1.32 (s, 6 H), 1.30 (s, 6 H). 

it&fa VIII-4 790 mg (2. 47 mmol) .2, 4-f" T/L> *? S S 9 J*V 3l9mg (2. 72 mmol) 
£4ffi7k V/V^l*- 20 ml twSiSIL, fc'^!) v> 63 mg (0.74 mmol) <hgfcB& 45 mg 
(0.74 mmol)£*S7k 8 ml tl^ft? Lfcig«£rJHl*.-C 120°C I IT 3 B# Pal 31 

V\ MgS0 4 "C«WC, y'J*^7A^7f^77^- (ftK^i 

fvW : ^=3f-y-v= 1 : 2)-C»»L-C, TZ221 £ 328 mg (32 
TZ221 : Colorless powder (gfl^fvU/n-^*-*^) ; mp 204 °C; 'H-NMR (400 
MHz, CDC1 3 ) 8.46 (s, 1 H), 7.90 (d, 2 H, J = 8.4 Hz), 7.80 (d, 1 H, J = 1. 8 

Hz), 7.60 (d, 2 H, J = 8. 1 Hz), 7.53 (dd, 1 H, J = 8.0, 1.8 Hz), 7.41 (d, 

1 H, J = 8.1 Hz), 1.73 (s, 4 H), 1.33 (s, 6 H), 1.31 (s, 6 H) ; Anal. Calcd. 

for C 25 H 25 N0 :! S, C, 71.57; H, 6.01%; N, 3.34%; Found, C, 71.28%; H, 5.92%; N, 

3. 09%. 
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ffl 22 : TZ223 (D 

1, 2, 3, 4-f F 7 t Kn-1, 1, 4, 4- f h 7 ^ f 7 ^ (VIII-1) 
TZ223 ^itLfc. 

TZ223 : Yellow prisms (M^fvU/n-^lf V) ; mp 189 °C; 'H-NMR (400 MHz, 
CDC1 ;) ) 8.46 (br s, 1 H), 7.91 (s, 1 H), 7.90 (s, 1 H), 7.86 (d, 1 H, J = 7.7 
Hz), 7.81 (d. 1 H, J = 1.8 Hz), 7.70 (d, 1 H, J = 7.7 Hz), 7.61 (t, 1 H, J 
= 7.7 Hz), 7.52 (dd, 1 H, J = 8. 1, 1.8 Hz), 7.42 (d, 1 H, J= 8. 1 Hz), 1.73 
(s, 4H), 1.33 (s, 6H), 1.31 (s, 6 H) ; Anal. Calcd. for C 25 H 25 N0 3 S, C: 71.57%, 
H: 6.01 %, N: 3.34 %; Found, C: 71.64 %, H: 6.16 %, N: 3.19 %. 

#J 23 : TZ225 

1,2,3,4-x h?t Kn-1, 1,4,4,6- *< % s 9 * ^-J^-Ty 9 t f 9 i^Wl* 
j ^f^xxf/^n y h'ZltimWMt LT, m 21 <Kl5mz.%oX TZ225 

TZ225 : Yellow prisms mM^^/n - ^*1r^) ; mp 245 r ; 'H-NMR (400 
MHz, CDC1 3 ) 8.67 (s, 1 H), 7.91 (d, 1 H, J = 8.4 Hz), 7.90 (s, 1 H), 7.58 
(d, 1 H, J = 8.8 Hz), 7.26 (s, 1 H), 7.21 (s, 1 H), 2.33 (s, 3 H), 1.70 (s, 
4 H), 1.32 (s, 6 H), 1.22 (s, 6 H) ; Anal. Calcd. for C, 6 H 27 N0 3 S, C: 72.03 %, 
H: 6.28 %, N: 3.23 %; Found, C: 71.87 %, H: 6.35 %, N: 3.14 %. 

m 24 : TZ227 <D&1& 

1,2,3,4-7- h7t Kn-1, 1,4,4,6- ^ ^ f 7 ? 1/^ i >f V 7 
/ ^,i^*7V^ n !) h'ZttiftWMt LT, m 21 (7)^tC^o-C TZ227 

TZ227 : Pale yellow prisms (^g^^/U/n-^^ir » ; mp 191 °C; 'H-NMR (400 

31 



WO 99/24415 



PCT/JP98/05091 



MHz, CDCI3) 8.40 (s, 1 H), 7.87-7.92 (m, 2 H) , 7.86 (s, 1 H), 7.69 (d, 1 H, 
J = 7.7 Hz), 7.59 (t, 1 H, J = 7. 7 Hz), 7.25 (s, 1 H), 7.23 (s, 1 H), 2.32 
(s, 3H), 1.71 (s, 4H), 1.33 (s, 6H), 1.22 (s, 6 H) ; Anal. Calcd. for C 26 H 27 N0 3 S, 
C: 72.03 %, H: 6.28 %, N: 3.23 %; Found, C: 72.21 %, H: 6.37 %, N: 2.96 %. 



M 25 : TZ241 <D&f& 




IX-2 R = CH,OH 
IX-3 R = CHD 

Ph 3 PCH 3 I 4.04 g (10.1 mmol)& 5 ml <D THF lcB»L, -78 °CT n-^/HJ 
8.36 ml (13.4mmol)^Dx. 15 ft$tWLtz 0 VIII-2 2. 35 g (6.71 

aoiol) £ 12 ml <D THF ^}g^LT*PX. 1 B#|HHt# L fc. 5*SiRll**»DX., % 
-fb^f-u^-CttttS L/c 0 ISiJ; MgS0 4 X'IftTK, MU S/y*W5A^ 
nvF^77^(ftiif/l':n-^t>= 1:12.5) TffiSi LT, IX-1 
£ 680 mg (30 %)#£„ 

'H-NMR (400 MHz, CDC1,) 8.00 (d, 2 H, J = 8.6 Hz), 7.43 (d, 2 H, J = 8.4Hz), 
7.26 (d, 1 H, J = 8. 1 Hz), 7.22 (d, 1 H, J = 1.8 Hz), 7.07 (dd, 1 H, J = 8. 3, 
2.2 Hz), 5.53 (d, 1 H, J = 1. 1 Hz), 5.47 (d, 1 H, J = 1. 1 Hz), 3.93 (s, 3 
H), 1.69 (s, 4H), 1.30 (s, 6H), 1.23 (s, 6 H). 

it&to IX-1 675 mg (2.01 nunol) £ THF 5 ml fc»A»U -78 °ClZX DIBAL 6.0 
ml (1 M b/^^ffifc, 6.0mmol) l^JD;!, ^(DfeO'CX 30 #Jf#L/c 0 

RjSiR* lNtttiftta^ii*, mm^^x-maiLtzo *r*i«:£ts*-cftv\ 
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Mgso, -cffiiTK, mm Lt.'ik. ^v* ffr* y j*? yy-py mm^^ ■ 

n -^-fy= l-.Wfk&LXsikGto IX-2 619mg 0£*tt) fcfco 'H-NMR (400 
MHz, CDCI3) 7.35 (m, 4 H), 7.27 (d, 1 H, J = 1.8 Hz), 7.25 (d, 1 H, J = 8. 4 
Hz), 7.08 (dd, 1 H, J = 8. 4, 2.2 Hz), 5.44 (d, 1 H, J = 1. 5 Hz), 5.40 (d, 

1 H, J - 1.1 Hz), 4.72 (s, 2 H), 1.69 (s, 4 H), 1.29 (s, 6 H), 1.24 (s, 6 
H). 

IX-2 620 mg (2. 01 mmol) & * * / -^7 ]} -WC* f" V V 10 ml \ZM 
*»U PCC 866 mg (4.02 mmol) £2)0 WLX 1.5 B#m*#Lfc. 
*gU ->!)*^7A^^F/77^- (R|ft^f-/U:n-^^-^>= 1:8) 
-C-ttSlL-v\ Yb^#J IX-3 £ 428.5 mg (70%) ftfc. 

'H-NMR (400 MHz, CDC1 3 ) 10.03 (s, 1 H), 7.85 (d, 2 H, J = 8.4 Hz), 7.53 (d, 

2 H, J = 8.4 Hz), 7.27 (d, 1 H, J = 8. 1 Hz), 7.23 (d, 1 H, J = 1. 8 Hz), 7.06 
(dd, 1 H, J = 8. 1, 1. 8 Hz), 5. 57 (d, 1 H, J = 1. 1 Hz), 5. 51 (d, 1 H, J = 0. 7 
Hz), 1.70 (s, 4 H), 1.30 (s, 6 H), 1.24 (s, 6 H). 

KC&m XH-4 420 mg (1.37 mmol) ,2,4^7/1)^^ 162 mg (1.38mmol) 
*MoXm* 8 ml II®»U V^V W 32 mg (0.38 mmol) tmk 23 

mg (0.38 mmoD^MTKh^^ 4 ml ti*«Lfc*fS*Jni*."C 120°C!C-C 2 B#F^ 

Stev\ MgSO, -CflftTK. WteLfcSL i/!)*^*5^o^h^77-f- 
if/l/ : n-^^-^>= 1 MltfflSlt, TZ241 £ 449.2 mg (81 %)#7t c 
TZ241 : Pale yellow needles mm^^/n-^-f » ; mp 198 t; 'H-NMR (400 
MHz, CDC1 3 ) 8.42 (s, 1 H), 7.88 (s, 1 H), 7.48 (m, 4 H), 7.27 (d, 1 H, J = 
8. 4 Hz), 7. 24 (d, 1 H, J - 1. 8 Hz), 7. 06 (dd, 1 H, J = 8. 4, 1. 8Hz), 5. 52 (s, 
1H), 5.51 (s, 1H), 1.70 (s, 4H), 1.30 (s, 6 H), 1.25 (s, 6 H) ; Anal. Calcd. 
for C 26 H 27 N0 2 S, C: 74. 79 %, H: 6. 52 %, N: 3. 35 %; Found C: 74. 59 %, H: 6. 51 %, 
N: 3. 32 %. 
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m 26 : TZ243 (D&ffc 

■-(5,6,7,8- fh7t Kp-5,5,8.8- tF7^W- t7M/H 5111 
*?vu&ttJS8IK**£ LT«25«>*ifetttoTTZ243 Sr^rfcLfc. 
TZ243 : Colorless powder fr/*-^** V) ; mp 168 t; 'H-NMR (400 

MHz, CDC1 3 ) 8.30 (br s, 1 H), 7.85 (s, 1 H), 7.46 (m, 4 H), 7.28 (d, 1 H, 
J = 8.1 Hz), 7.25 (d, 1 H, J = 2.2 Hz), 7.05 (dd, 1 H, J = 8. 1 Hz, 2.2 Hz), 
5.51 (d, 1 H, J = 0..7 Hz), 5.46 (d, 1 H, J = 1. 1 Hz), 1.70 (s, 4 H), 1.33 
(s, 6H), 1.25 (s, 6H); Anal. Calcd. f or C 26 H 27 N0 2 S • 1/4H 2 0, C: 74.00 %, H: 
6.57 %, N: 3.32 %; Found C: 74.00 %, H: 6.60 %, N: 3.36%. 

m 27 : TZ245 <D^$l 
Ph 3 PCH 3 I 1.09 g (2.70 mmol)£ 5 ml <D THF [lK» U -78 °CX° n-^^]) 
2.22 ml (3.56mmol)£fln*. 15 ^«#Lfc.TZ225 (01 23 #!S)800mg(l. 78 
mmol)£ 6 ml <D THF \zm*LXfiaz.. lB#M»#Ut. RfciSfcTK % 
■ft^^U^-CttWL^o *r«SJf & MgS0 4 **U >>!J*^*7A^ 

D7K77^- (RgfcnfvU : n-^**)->= l:3)-e»SIL-C, TZ245 £ 52 mg 

(6.5%mfc 0 

TZ245 : Pale yellow powder (ItS^fvU/n-^lr^) ; mp 281 °C; 'H-NMR (400 
MHz, CDCI3) 8.29 (s, 1 H), 7.84 (s, 1 H), 7.42 (m, 4H), 7.12 (s, 1 H), 7.09 
(s, 1 H), 5.83 (d, 1 H, J * 1.1 Hz), 5.32 (d, 1 H. J = 1. 1 Hz), 1.96 (s, 3 
H), 1.70 (s, 4H), 1.31 (s, 6H), 1.28 (s, 6 H) ; Anal. Calcd. for C 27 H 29 N0 2 S, 
C: 75.14 %, H: 6.77 %, N: 3.25 %; Found C: 74.86 %, H:6.81 %, N: 3.33 %. 

0ij 28 : TZ247 (D&ffc 

m-(5,6,7,8- 7- hy t Kn-3.5,5,8,8- i~y $M 

m/^^m^WMt <Djym~fcoX TL247 Z£j&Ltz 0 

TZ247 : Pale yellow powder (jftg^^/n-^^f- V) ; mp 185 °C; 'H-NMR (400 
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MHz, CDC1 3 ) 8.19 (br s, 1 H), 7.79 (s, 1 H), 7.49 (d, 1 H, J = 7.7 Hz), 7.43 
(t, 1 H, J = 7.7 Hz), 7.37 (d, 1 H, J = 7. 7 Hz), 7.25 (s, 1 H),7. 13 (s, 1 
H), 7.12 (s, 1 H), 5.80 (d, 1 H, J = 1. 1 Hz), 5.31 (d, 1 H, J = 1. 1 Hz), 1.96 
(s, 3H), 1.72 (s, 4H), 1.32 (s, 6H), 1.29 (s, 6H); Anal. Calcd. for C 2r H 29 N0 2 S, 
C: 75.14 %, H: 6.77 %, N: 3.25 %; Found C: 74.85 %, H: 6.72 %, N: 2.98 %. 
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M 29 : TZ315 <D&J& 




3,5-v ? -tert--/^T=y ^(X-l) 1.00 g (4.88 mmolh 4-3— KK**H^ 
^A- 1.37 g (4.95 mmol) , tert-BuONa 549 mg (5.68 mmol) £*StK h/^> 15 
ml td&^U T/^'yttT, h!)* (i?^i?!)f>7thy) ^^^^ 
-MO) 91 mg , (R)-BINAP 139 mg (0.22 mmol) £ Ail, 100 °CT* 1 B#P^W Lfc. 
M*TNfr*Lfc«, x-r/K'iUlLfc. WttfcJf &*Jfi7k-efcv\ MgS0 4 T'llft 

6)-emMLT, -fb^X-2 £ 0.94 g (55%) ^c 0 

'H-NMR (400 MHz, CDC1 3 ) 7.92 (d, 2 H, J = 8.8 Hz), 7. 14 (t, 1 H, J = 1.8Hz), 
7.02 (d, 2 H, J = 1.8 Hz), 6.96 (d, 2 H, J = 8.8 Hz), 4.33 (q, 2 H, J = 7. 3 
Hz), 1.37 (t, 3 H. J = 7.3 Hz), 1.32 (s, 18 H). 

ffr£«9 X-2 935 mg (2.65 mmol) ^m^>"^> 10 ml fcjga»U T-fe^? 
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utM K 249 mg (3.18 mmol) , Mfct'V i/V 0.5 ml fcAP;*., MS.X 5 B^lt 

*-CJJfeV\ MgS0 4 -Cllft7K> Mtt, ^!)*W9A^OTh^?7-f- (IfB£ 
3ifvW:n-^*lJ-^= 1 :4)-Cflt»tT, {fc£*&J X-3 £ 956 mg (92%) 
'H-NMR (400 MHz, CDC1 3 ) 7.99 (d, 2 H, J = 8.4 Hz), 7.39 (s, 1 H), 7.34 (d, 
2 H. J = 8.8 Hz), 7.05 (d, 2 H, J = 1.8 Hz), 4.35 (q, 2 H, J = 7.3 Hz), 2.04 
(s, 3 H), 1.37 (t, 1 H, J = 7.0 Hz), 1.30 (s, 18 H). 

-fbg-t) X-3 950 mg (2. 40 mmol) *T fr^^WMT . THF 8 ml \Zt -78 t 

{ZXfoWLtttfb DIBAL 7.2 ml (1 M h 7.20 mmol) dj&T 

Lfc. 15 'Mk. RJE&iK* 2 N ftBE^f-^lAtHLfc. W$SJI 

«r*fi*-cacV\ MgS0 4 *ttLfc«, ->y*y/u*7i»^o-rh^77 

-f- (ftlfctfvU : n-^^rf">= 1 : 2) Lt, ffc£«9 X-4 & 412mg(55%) 

'H-NMR (400 MHz, CDC1 3 ) 7.27 (m, 3 H), 7.04 (m, 3 H), 6.96 (d, 2 H, J = 1. 5 
Hz), 4.61 (s, 2 H), 1.31 (s, 18 H). 

it&to X-4 400 mg (1.29 mmol) * / —J^7 V — &<t* ^> 8 ml 
*»U Stt Mn0 2 1.32 g (85 % , 12.9 mmol) SrJbPx., M"C 12 B#IHH*#Lfc. 
K£iR&*iflUfcSL «ffi£»«U yy*7';^7A^ovl-^77^- (BE 
g£:r5vU:n-^*-9->= 1:8 O^T' 1 :4) X'ffiM LT X-5 £ 184mg(46%) 

'H-NMR (400 MHz, CDC1 3 ) 9.78 (s, 1 H), 7.74 (d, 2 H, J = 8.8 Hz), 7.20 (t, 
1 H, J = 1.8 Hz), 7.05 (d, 1 H, J = 1. 8 Hz), 6.99 (d, 2 H, J = 8.4 Hz), 6.17 
(s, 1 H), 1.33 (s, 18 H). 
NaH 34 mg (60%, 0.87 mmol) £ n-^^yxm\ DMF 1 ml l^ffiLf- 0 , it 
X-5 180 mg (0.58 mmol) & DMF 5 ml [Z-WfrLXM*., MUX 15 #8tW 
Ltl a Z<Dl&&mzCa,l 0.14 ml (2.25 mmol) 1 1$MtW Lfc. DMF 
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MgS0 4 "CBWc, y!)*W7A^D-7h^77^- (ftSif/^n- 

^*^y= l:6)fHlLt, £ 173 nig (92%) ^ 

'H-NMR (400 MHz, CDC1 3 ) 9.75 (s, 1 H), 7.68 (d, 2 H, J = 8.8 Hz), 7.33 (t, 
1 H, J =1.8 Hz), 7.05 (d, 2 H, J =1.8 Hz), 6.74 (d, 2 H, J =8.8 Hz), 3.40 
(s, 3 H), 1.33 (s, 18 H). 

fb£^X-6 170 mg (0.53 mmol) 2,4- fTyy^vtV 62 mg (0.53 

nHDol)£&7k h/Vxy4iDl tliSL, fcV<y W 13. 4 mg (0. 16 mmol) t&®. 9. 5 
mg (0. 16 mmol) £*SzK 1.6 ml L/dgf&SrAn^T 120 ttwT 1.5 

*-CftV\ MgSO, X'^TK. Mft, V!l*^*7A?D^h^77-f- (@*§£ 
: n -^drij->-= 1 : 3)tftlLt, TZ315 £ 197 mg (89%) fcfc. TZ315 : 
Yellow needles /W/n-^ =¥1^) ; mp 254 °C; 'H-NMR (400 MHz, CDC1 3 ) 

8.11 (br s, 1 H), 7.77 (s, 1 H), 7.34 (m, 3 H), 7.04 (d, 1 H, J = 1.8 Hz), 
6.77 (d, 2 H, J = 8.8 Hz), 3.39 (s, 3 H), 1.33 (s, 18 H) ; Anal. Calcd. for 
CaHaoNjpjS, C: 71.06%, H: 7.16%, N: 6.63%; Found C: 70.96 %, H: 7.17 %, N: 
6.81 %. 



M 30 : TZ317 




XI-3 R = CH,OH 
Xl-4 R = CHD 
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3-3- K£.&§BMfvU 1.37 g (5.23 nmol) , 3, ]) V 

(X-l) 1.00 g (4.88 nmol) , tert-BuONa 549 mg (5.68 mmol) £«tK 
15ml li»a»U T;w^vliT, hl>* (^v^Ufmhy) -^95? 
?A(0) 91 mg x (R)-BINAP 139 mg (0.22 mmol) ZAtl, 80°CX 1 L 

fc. M*-cjfr^»ufc«, ^— r/u-etttts L7t c *r«»fc"£tfi*-eftv\ M g so<f 

= 1 :8)"C»81L-C, it^mn-l m&f&Vo) * 514 mg (31 
'H-NMR (400 MHz, CDC1 3 ) 7.87 (d, 1 H, J = 7.7 Hz), 7.75 (m, 1 H), 7.53 (m, 
1 H), 7.29 (t, 1 H, J = 7.7 Hz), 7.07 (t, 1 H, J = 1.5 Hz), 6.98 (d, 2 H, 
J = 1.5 Hz), 3.88 (s, 3 H), 1.32 (s, 18 H). 

NaH 88 mg (60 %, 2.21 mmol) £ x\-^^^X^\\ DMF 1 ml UlILt it 
£feXI-l (teJ&^) 500 mg (1.47 mmol) % DMF8ml LTflDX., M"C 15 

M&WLfco 3 ^{L^f-^ 0. 35 ml (5. 62mmol)^P^.X3B#^!t#b7to DMF?: 

m^^.nm^^M^xmt/^^yx'^mLtz 0 *r«ss 5 „Mgso 

: n-^^f-^= 1 : 10) X^LX, XI-2 £ 180 mg (34.5 %)# 

'H-NMR (400 MHz, CDC1 3 ) 7.60 (m. 1 H), 7.47 (d, 1 H, J = 7.7 Hz), 7.23 (t, 
1 H, J = 8.0 Hz), 7.17 (t, 1 H, J = 1.8 Hz), 7.04 (m, 1 H), 6.99 (d, 2 H, 
J = 1.8 Hz), 3.92 (s, 3 H), 3.88 (s, 3 H), 1.30 (s, 18 H). 

{££$9X1-2 170 mg (0.48 mmol) &T^=fVggrF\ THF 4 ml [Z. t U -78 t 
iZ.XfflfcLt£tfb DIBAL 1.44 ml (1 M hvUit^igfS, 1.44 mmol) IZ'MT 
Ltz 0 30 2 N Mtatfii*, BHft^fvU-CjfcfflLfc. <T«Ji«:A** 

MgS0 4 il^liLfc. SII^'J^/W^^tF^; 

7>f-(gtixfyV:n-^^ty= 1:3) LXAtG® XI-3 £ 130mg(83%) 

'H-NMR (400 MHz, CDCL,) 7.20 (t, 1 H, J = 1.8 Hz), 7. 14 (t. 1 H, J = 1.8Hz), 
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6.98 (d, 2 H. J = 1.8 Hz), 6.92 (s, 1 H), 6.81 (d, 2 H, J = 8. 1 Hz), 4.62 
(d, 2 H, J = 5.9 Hz), 3.34 (s, 3 H), 1.30 (s, 18 H). 

4t£V0 XI-3 125 mg (0.38 mmol) *t 9 J —^7 V —Wt* * W 4 ml fcfc 
A»U St£Mn0 2 394 mg (85 % . 3. 85 mmol)£AP;t, ^ fit* 6. 5 P*IH»#L:fc, 

»sfyl/:n-^*t^= 1 : 6) LT, XI-4 £ 43.5 mg (35 %) t# 

(XI-3 £ 51 rngteHfc), 
'H-NMR (400 MHz, CDC1 3 ) 9.92 (s, 1 H), 7.35 (m, 1 H), 7.32 (t, 1 H, J = 7. 7 
Hz), 7.27 (m, 1 H), 7.23 (t, 1 H, J = 1.8 Hz), 7.07 (m, 1 H), 7.02 (d, 1 H, 
J = 1.8 Hz), 3.37 (s, 3 H), 1.31 (s, 18 H). 

{frS>4feXI-4 65 mg (0.20 mmol) , 2, 4-f"7 ✓ V *S> 23 mg (0.20 mmol) 
£4£7k h 3 ml \Z&M bfc„ tT^ V 5. 1 mg (0. 060 mmol) , Hit 3. 6 mg 

(0.060 mmol)£*!zK h'^y 0.6 ml t£fgfi¥ Lfc^&flP*. 120tT? 3.5 B#Fb1 

Sfcl\ MgS0 4 X'^tK, iS«SE«r**Lfc. »t^l)*^*5A?D'?h^7 
^- (ftgif/l- : n — =¥1h^ = 1 :2)ft»lUt, TZ317 & 88 mg (£Sffj) 

TZ317 : Yellow needles (ft^^/W/n-^^f"» ; mp 234 °C; 'H-NMR (400 MHz, 
CDC1 3 ) 8.41 (br s, 1 H), 7.77 (s, 1 H), 7.22-7.57 (m, 2 H), 7.01 (d, 2 H, 
J = 1.5 Hz), 6.89 (dd, 2 H, J = 8. 1, 2.2 Hz), 6.83 (t, 1 H, J = 1.6 Hz), 3.35 
(s, 3H), 1.32 (s, 18 H); Anal. Calcd. for C 25 H 30 N 2 0 2 S, C: 71.06%, H: 7.16%, 
N: 6.63%; Found C: 70.88 %. H: 7.09 %, N: 6.36 %. 
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xn-6 TZ325 



2-T 5 y-5,6,7,8- fh7t Ko-5,5,8.8- x h 7 * * U^(XII-l) 

1. 50 g (7. 39 mmolK 4-3— KSfcMlfctfvl' 1. 70 g (6. 16 mmol) , tert-BuONa 
0.83 g (8.62 mmol) £&£tK Vj^> 30 ml UlJgj&»U T A^^tt&T, HJ * 

(^^v?U r>Tir h» v^«7v^i*(0) 138 mg (0. 15 mmol)&U 5 (R)-BINAP 
210 mg (0.33 mmol)^r<D^^#ltCjD^-C 80t-?«# Lfc. 1 H#KISL Rfcifc 
U x-f/^ttHiL^ *rttW&**fc7K-caci*Lfco MgS0 4 X'flft 

>-= 1 :8)-CttSiL-C, % 1.38 g (64%) #fc„ 

'H-NMR (400 MHz, CDC1 3 ) 7.90 (d, 2 H, J = 8.8 Hz), 7.26 (d, 2 H, J = 8.4Hz), 
7.10 (d, 1 H, J = 2.5 Hz), 6.96 (dd, 1 H, J = 8. 4, 2.6 Hz), 6.93 (d, 2 H, 
J = 8.8 Hz), 4.33 (q, 2 H, J - 7.0 Hz), 1.69 (s, 4 H), 1.37 (t, 3 H, J = 7.0 
Hz), 1.28 (s, 6 H), 1.27 (s, 6 H). 
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-fb^XII-2 1.95 g (5.56 mmol) &r^7K tf II 10 mll*U, 
^07>fK 523 mg (6.67 mmol) fcfln*., W&X 3 H^tfcft Lfc. **Sr*0i, 
g^ifvw-Ctlhffl U irillrtttK, *JfckT?ifci*Lfc. MgS0 4 T'IMtK, 

3)-Cft$!iL-C^tlXII-3 £ 1.34 g (61.5%) %tz a 

'H-NMR (400 MHz, CDC1 3 ) 8.00 (d, 2 H, J = 8.4 Hz), 7.32 (d, 2 H, J = 8.8Hz), 
7. 31 (d, 1 H, J = 8. 8 Hz), 7. 14 (d, 1 H, J = 2. 2 Hz), 6. 95 (dd, 1 H, J = 8. 4, 
2.2 Hz), 4.35 (q, 2 H, J = 6.9 Hz), 2.05 (s, 3 H), 1.69 (s, 4 H), 1.37 (t, 
3 H, J = 6.9 Hz), 1.28 (s, 6 H), 1.24 (s, 6 H). 

flS-g-ftl XII-3 1.34 g (3.41 mmol) & THF 6 ml fc«W»U -78°C\ZX DIBAL10. 2 
ml (1.0 M b'te^feMLs 10.2 mmol) \ZlnZ.1t 0 18#|HI8L 1 N IfilCit 

BMIstf-'i'-ettai Lfc. ^TWifc MgS0 4 -CflftTK, 
4feXII-4 £ 621 mg (59%) ftfc. 

'H-NMR (400 MHz, CDC1 3 ) 7.24 (d, 2 H, J = 8.4 Hz), 7.03 (d, 1 H, J = 2.2Hz), 
7. 00 (d, 2 H, J = 8. 4 Hz) , 6. 89 (dd, 1 H, J = 8. 4, 2. 2 Hz) , 4. 60 (s, 2 H) , 
1.68 (s, 4 H), 1.27 (s, 6 H), 1.26 (s, 6 H). 

it&Va XII-4 615 mg (2. 0 mmol) 9 / ->^7 V —&ik* f" U> 8 ml \'M 
?gttMn0 2 2.05 g (85 % , 20.0 mmoDfcflO*., 16 BtlSJUM^Lfc. 

RJCffi«r*iBLfca, ->!)*7>*7i^vK77^ (m 

ai^/V : n -^^^= 1 : 4) til XII-5 £ 271 mg (44%) 

'H-NMR (400 MHz, CDC1 3 ) 9.78 (s, 1 H), 7.73 (d, 2 H, J = 8.8 Hz), 7.29 (d, 
1 H, J = 8.4 Hz), 7.11 (d, 1 H, J = 2.2 Hz), 6.99 (m, 3 H), 1.70 (s, 4 H), 
1.29 (s, 6 H), 1.28 (s, 6 H). 

it'affi XII-5 150 mg (0.49 mmol) &<fc0 2, 4- 5^7 V ]) Wi?** 63 mg (0.54 
mmol ) £&7kh/l^^ 6 ml CljgJB U k*^!)^^ 12.7 mg (0.15 nmol)£gf 
m 8.9 mg (0.15 mmol) Y>^> 1.5 ml lC*»Lti6iS*:*nx."C 120°C 
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\ZX 30 #aSfEL7t 0 Rf&»«r**lwi££&*» S»xfW«llllLt, 
«r*8*T?ifeV\ MgS0 4 TJift7K> JMBLT TZ321 178 mg (90%) #fc e 
TZ321 : Orange needles (Hgg^^/n-^-^) ; mp 297 'H-NMR (400 MHz, 
DMSO-d., 30r) 8.69 (s, 1 H), 7.65 (s, 1 H), 7.42 (d, 2 H, J = 8.8 Hz), 7.26 
(d, 1 H, J = 8.8 Hz), 7.07 (d, 1 H, J = 2.6 Hz), 7.06 (d, 2 H, J = 8.4 Hz), 
6.98 (dd, 1 H, J = 8. 4, 2.6 Hz), 1.64 (s, 4 H), 1.24 (s, 6H), 1.24 (s, 6H), 
Anal. Calcd. for C^sW, C: 70.91%, H: 6.45%,N: 6.89%; Found, C: 71.06%, 
H: 6.42 %, N: 6.88 %. 

m 32 : TZ325 <D&J& 

NaH 20 mg (60%, 0.49 mmol) Sr'>iW n-— *-?^xm\ DMF 1 ml |:Sfl L 
it 0 ^(OMM^Ut^ XII-5 100 mg (0.33 mmol) £ 4 ml CO DMF l^Lt 
*D?U M"? 20 #«#Lfc„ CH 3 I 0.08 ml (1.28 mmol) $r#DX., 

(BlFlft^fvU : n-^^r-!f^= 1 : S)XmmLX. XII-6 £ 80 mg 

(76. 5%)#f- 0 

'H-NMR (400 MHz, CDC1 3 ) 9.75 (s, 1 H), 7.68 (d, 2 H, J = 9.2 Hz), 7.34 (d, 
1 H, J = 8.4 Hz), 7. 14 (d, 1 H, J - 2. 2 Hz), 6.96 (dd, 1 H, J = 8. 4, 2.2 Hz), 
6.76 (d, 2H, J -9.2 Hz), 3.37 (s, 3 H), 1.71 (s, 4 H), 1.31 (s, 6 H), 1.26 
(s, 6 H). 

XII-6 75 mg (0.23 mmol), Z^-fT 1 /!)^^ 30 mg (0. 26 mmol) 
4rM7K h/loi^- 4 ml tC**?gU tV<U v 5 ^ 6.0 mg (0.07 mmol) tftife 12 mg 
(0.07 mmol)%*i7K h^*^ 0.75 ml |£»WLfc*ift$:ilP*. - C 120 o C(lTil}jft L 

fc 0 30 Rjcs«***i-atfii*, s^^/i-trttai tfco 

*-Cftl\ MgSO., -?8£tK, ->y*^*5A^n-7h^7^- (M 

^fvb : n— ^r^^= 1 : 2)Xm^X. TZ325 £ 105 mg (££ttl) #£ 0 
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TZ325 : Yellow powder fr/n-^*^) ; mp 238 °C; 'H-NMR (400 MHz, 

CDC1 3 ) 8.29 (s, 1 H), 7.77 (s, 1 H), 7 . 33 (d, 2 H, J = 8.2 Hz), 7.33 (d, 
1 H, J = 8. 4 Hz), 7.13 (d, 1 H, J = 2.6 Hz), 6.95 (dd, 1 H, J = 8. 4, 2.6 Hz), 
6.79 (d, 2H, J = 8.8 Hz), 3.36 (s, 3H), 1.71 (s, 4 H), 1.31 (s, 6H), 1.26 
(s, 6H), Anal. Calcd. for C 25 H 28 N 2 0 2 S, C: 71.40%, H:6.71%, N: 6.66%; Found, 
C: 71.51 %, H: 6.70 %, N: 6.60 %. 



0ij 33 : TZ327 (D&f& 




XID-3 R = CH,OH 

X1II-4 R = CHD TZ327 

3 _ 3 _ KMM^f-/^ 1. 24 g (4. 73 mmol) ,5,6,7,8-7 F7t h*n-5, 5,8.8- 
X h y t fvW-2- -fVf-^T %V 1. 03 g (5. 07 mmol) , tert-BuONa 571 mg (5. 92 
mmol) £«7KbAoi:/ 30 ml 7/V=">M&T, h V * (v^Vv?!) 

?>T± hy) S^/<9^>>A(0) 117 mg (0. 13 mmol) , (R)-BINAP 177 mg(0. 28 mmol) 
^Aix, 80 o Ct?lB#F B m^L^ o KfS«E£M£-Cifr*U it-fvi'-CHlttJ Lfc. 
^JtJf &&&7K-t*ifeV\ MgS0 4 -Cflfc*, ftffift, i/!)*^*5A^o-7h/5 
«xf : n-^^tV= 1 : 8)t?»»L-C, \t$W XIII-1 £ 877 mg 
(55%) Wz 0 

'H-NMR (400 MHz, CDC1 3 ) 7.70 (t, 1 H, 2.0 Hz), 7.50 (d, 1 H, J = 7.7 Hz), 
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7.28 (t, 1H, J = 7. 9 Hz), 7.23 (d, 1 H, J = 8. 4 Hz) , 7.17 (dd, 1 H, J= 8. 1, 1. 5 
Hz), 7.06 (d, 1 H, J = 2.2 Hz), 6.90 (dd, 1 H, J = 8. 4, 2. 2 Hz), 3.89 (s, 3 
H), 1.69 (s, 4H), 1.28. (s, 6 H), 1.27 (s, 6 H). 

NaH 72 mg (60%, 1.78 mmol) £ n- ^-t^fk^Wfk. DMF 1 ml l:gjBl, 
ik&ys XIII-1 400 mg (1.19 mmol)£ DMF 10 ml fcflfc&»L-abD*.» M"C8H* t 
fl 0 20 ^i, 3 ^KC^i^ 0.28 ml (4. 50 mmol) £flD*» 40#f£#b£ o DMF £ 

•>y*W7^^n-7^77>f- (ftgfc^fvu : n -^*1*-> = 1 : 8) -CfMH 
UT, te£4fc XIII-2 Sr 371.5 mg (94.5 %)#7t„ 

'H-NMR (400 MHz, CDC1 3 ) 7.60 (t, 1 H, 2.0 Hz), 7.47 (d, 1 H, 7.7 Hz), 7.25 
(d, 1 H, 8.4 Hz), 7.22 (d, 1 H. 7.7 Hz), 7.08 (d, 1 H, 2.6 Hz), 7.05 (dd, 
1 H, 8.4, 2.7 Hz), 6.88 (dd, 1 H, 8.4 Hz, 2.6 Hz), 3.88 (s, 3 H), 3.33 (s, 
3 H), 1.68 (s, 4 H), 1.29 (s, 6 H), 1.24 (s, 6 H). 

XIII-2 570 mg (1.62 mmol) ^Vffl&TX- THF 7 ml luSWU 
wO^®§r-78 Lfc# h DIBAL4.87ml (1M hM^f&. 4. 87 mmol) 

^*l:*Tlt, 30 RJ4?««: 2 N m.mz&€&^ frXfotii 

Ltz Q *r*S£2N£s&, mo&wt*x-r vv <?j**mm. ***-c»cv\ M g so 4 

*i>-> = l : 4 oV>T* 1 : 3)T'iSlt, <fc£4£> XIII-3 & 500 mg (91%) fcfc, 
'H-NMR (400 MHz, CDC1 3 ) 7.23 (d, 1 H, 8.3 Hz), 7.19 (d, 1 H, 8.1 Hz), 7.06 
(d, 1 H, 2.6 Hz), 6.94 (br, 1 H), 6.88 (dd, 1 H, 8.4, 2.2 Hz), 6.84 (m, 2 
H), 4.62 (s, 2 H), 3.31 (s, 3 H), 1.68 (s, 4 H), 1.29 (s, 6 H), 1.24 (s, 6 
H). 

it&lfo XIII-3 100 mg (0.30 mmol) & * * / — D -t£fc* 1^ 4 ml tC 
Sa»U Sit Mn0 2 303 mg (85 % % 2.97 mmoD^AOx., MUX 24 ^«#Lfc e 
Rj£tt&*ilU WR*r*lfLfc«, 5/y*^*7A^B-7K77-f- (ft 
gifyl/ : n-~^^>- = 1 : 9)-Cfll84L-C\ ffc£& XIII-4 £ 71.6 mg (72 %) 
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'H-NMR (400 MHz, CDC1,) 9.92 (s, 1 H), 7.27-7.38 (m, 4 H), 7.10 (d, 1 H, 2. 6 
Hz), 7.06-7.09 (m, 1 H), 6.92 (dd, 1 H, 8.4, 2.2 Hz), 3.34 (s, 3 H), 1.69 
(s, 4 H), 1.30 (s, 6 H), 1.24 (s, 6 H). 
-ft:^XIII-4 220mg (0.66 mmol), 2, 4-f"T "J V i/>is$"y 84 mg (0. 72 mmol) 
h/uzcy 6mlCiSL, t^y-zy 17 mg (0. 20 mmol) bfflGfc 12 mg (0.20 
mmoD^TKh^^ 2ml(^ft|Lfc«^nx.-C 120°C(1X 1 H#Fb1M L/c c 
EOSi$£*7k^ft£*&^ »»xf/^ttltiLt. #«Ji«:***-ea=V\ MgS0< 

V= 1 : 3)-Cft®iLT, TZ327 * 312 mg (£*#J) 

TZ327 : Orange prisms (^ifc^fvl'/n-^f-y) ; mp 196 °C; 'H-NMR (400 MHz, 
CDC1 3 ) 8.39 (s, 3 H) 7.76 (s, 3 H) 7.31 (d, 1 H, 8.4 Hz) 7.27 (d, 1H, 8.4 
Hz) 7. 10 (d, 1 H, 2. 2 Hz) 6. 92 (dd, 1 H, 8. 4 Hz, 2. 2 Hz) 6. 89 (d, 2 H, 7. 0 
Hz) 6.83 (t, 1 H, 2.0 Hz) 3.32 (s, 3 H) 1.71 (s, 4 H) 1.31 (s, 6 H) 1.26 (s, 
6 H); Anal. Calcd. for C 25 H 28 N 2 0 2 S, C: 71. 40 %, H: 6. 71 %, N: 6. 66 %; Found, 
C: 71. 15 %, H: 6.61 %, N: 6.44 %. 



46 



WO 99/24415 



PCT/JP98/05091 



0i] 34 : TZ331 <D$f& 




XIV- 1 R-H 
XlV-2 R = NO ? 

xiv-3 r - nh; 



1) HNO,, Ac^O 

2) H 2 ,Pd-C 

3) I-Ph-p-COOC 2 H 5 , /<?r/-BuONa 
Pd 2 (dba) 3 , BINAP 

4) AcCl, pyridine 




COOCH, 



1) DIBAL 

2) active Mn0 2 



XIV-4 R = H 
XIV-5 R = COCH 3 




XIV-6 R - CH^OH 
XIV-7 R = CHO 



2,4-thiazolidinedione 
piperidine, AcOH, A 




TZ331 



N-H 



NaH; CH 3 I 




CHO 



2,4-thiazolidinedione 
piperidine, AcOH, A 




N-H 



XIV-8 



T2335 



1, 2, 3, 4-fh7t Ko -1, 1, 4, 4, 6- -<> ? / fvl^ 7 $ V ^ 2. 69 g (13. 3 

mmoi) zm*mm 20 mi izm^Lx o°ci-}%mLtz 0 z<Dmm^ ei%$m 0.74 

ml (16.0 mmoi) £&*(^0x.7t o 20^^ SfSKS:*7Klwfctt, ^mti~ b ]) 
*J>-C*fnLfc«, i-x/i/-e«!ttiLfc 0 0, MgS0 4 -CJttzK 

ft. «ttL"C, ft^4fc XIV-2 £ 3.03 g (92%) »fc c 

'H-NMR (400 MHz, CDC1,) 7.96 (s, 1 H), 7.21 (s, 1 H), 2.56 (s, 3 H), 1.70 
(s, 4 H), 1.30 (s, 6 H), 1.29 (s, 6 H). 

ffc#« XIV-2 3.02 g (12.2 mmoi) SrRBfc^fvV 20 ml, 30 ml \Z 

**>U Pd/C 400 mg ^D^T^ifiT^ttTK^ilTEo 6.5 l^fBJft, te&fcttiB L 

: n-^**^ 1 :4)«Lt, XIV-3 *r 1.48 g (56%) »fc 0 
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'H-NMR (400 MHz, CDC1,) 6.97 (s, 1 H), 6.61 (s, 1 H), 3.45 (br s, 2 H), 2.14 
(s, 3 H), 1.64 (s, 4 H), 1.24 (s, 6 H), 1.24 (s, 6 H). 

4-3 — Kgfc**BJM*vl' 3.82g (13.8mmol) , XIV-3 3. 00 g (13. 8mmol) 

ioXXf tert-BuONa 1.55 g (16.1 mmol) h /Ux. V 30 ml fclS** U T/V 

=*Vfi&T> MJ* (v^^v^T^T-tr h» ^7^i*(0) 320 mg (0.35 
mmol), (R)-BINAP 480 mg (0.77 mmol) ^flO^T 100 °CX' 3 B#W«# Lfc. KfS 
K4rM*-e*^b» a:— r^-CtttU Lfco *«IJi****T?ftv\ MgS0< "CJtt 

i : io) t«Lt, XIV-4 £ 2.04 g (40 %M#7t 0 

'H-NMR (400 MHz, CDC1 3 ) 7.89 (d, J = 8. 8 Hz, 2 H), 7.21 (s, 1 H), 7.18 (s, 
1 H), 6.76 (d, J = 8.8 Hz, 2 H), 4.32 (q, J = 7.0 Hz, 2 H), 2.19 (s, 3 H), 
1.68 (s, 4 H), 1.37 (t, J = 7.0 Hz, 3 H), 1.29 (s, 6 H) 1.24 (s, 6H). 

-ft^XIV-4 2.03 g (5.56 mmol) SrSS^^if^ 30 ml U T-fefvi/ 

^□7^ K 524 mg (6.67 mmol) , t° L> v 5 :/ 1 ml &*q*., M"? 2 H#IBHt 
#Lfc.RJ6*t7tWo5^ K 0.20«l«ri6JnL»50 , C-C4^M»X^ 60 <C 

*8M3j:ite***-T?asv\ M g so 4 TiftTk. WHSLfc. »*«rs/y *^/v*5a; 

(gTfie^^^:n-^^f-^= I : 4) "C^Sli L t , XIV-5 £ 

1.66 g (62 %)#7t. 

'H-NMR (400 MHz, CDC1 3 ) 7.97 (d, J = 8.8 Hz, 2 H), 7.33 (d, J = 8. 8 Hz, 2 
H), 7.17 (s, 1H), 7.13 (s, 1H), 4.34 (q, J = 7. 0 Hz, 2 H), 2.06 (s, 3 H), 

1.97 (s, 3H), 1.69 (s, 4 H), 1.36 (t, J = 7. 0 Hz, 3H), 1.29 (s, 6 H), 1.26 

(s, 6 H). 

-ft&«J XIV-5 1.62 g (3.98 mmol) &7 fr* Vg&T-C THF 10 ml KlttJttU 
rc7)^?r-78 0 C(lTWU^^ib DIBAL11.9ml (1 M h/^^SJR, 11. 9 mmol) 

^^>o< oarufc. 30 sj&ffi* 2 n jMfeica^ii*, s»xf/n?«i 
mut. mmmz-k&Tk-zm^, Mgso., -?j&7k, ms, ->y a^ua^i*** 
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•7K57-{-.(ft8xf;l/: n-^dr-^>= 1 : 2) LT, ffc£* XIV-6 Sr 

0.99 g (77 

'H-NMR (400 MHz, CDC1 3 ) 7.23 (d, J = 8. 4 Hz, 2 H), 7.19 (s, 1 H), 7.12 (s, 
1 H), 6.87 (d, J = 8.4 Hz, 2 H), 5.33 (s, 1 H), 4.60 (d, J = 5.5 Hz, 2 H), 
2.20 (s, 3 H), 1.67 (s, 4 H), 1.51 (t, J = 5. 6 Hz, 1 H), 1.28 (s, 6 H) 1.22 
(s, 6 H). 

-ffc&tt XIV-6 985 mg (3. 05 mmol) / — l> ^> 14 ml {1 

}$d»L, ®tt Mn0 2 3.11 g (85 % , 30.5 mol)*r*P*., MT? 22 B#|H]«#L 

(RBEa^yV: n-^*1^ = 1 : 4) "CfilSli L T , it'a^S XIV-6 & 297 mg (30 % . 
DKfSHHMX 282 mg)»fc. 

'H-NMR (400 MHz, CDC1 3 ) 9.76 (s, 1 H), 7.71 (d, J = 8.8 Hz, 2 H), 7.20 (s, 
1 H), 7. 18 (s. 1 H), 6.78 (d, J = 8.4 Hz, 2 H), 5.80 (s, 1 H), 2.05 (s, 3 H), 
1.69 (s, 4 H), 1.30 (s, 6 H), 1.25 (s, 6 H). 

ik£m XIV-6 70 mg (0. 22 mmol) . 2, 4-^T V' 'J Visit** 25. 5 mg (0. 22 mmol) 
^rilTKh/V^^ 4 ml t^U^ 5.6mg (0.065 mmol) 3.9 mg 

(0.065 nol)£r&* 0.67 ml tcftfif Lfc*««rJ0*.-C 120tlC-C7l$ 

*t»av\ M g so 4 &ms&. «>p*^*7A?o7h^77>f- cm 

3i fvv : n-^=¥-^y= 1 : 2)"C#»jKLT, TZ331 & 72.5 mg (79 %)#*:. 
TZ331 : Yellow needles (ttHk* ^ U^/n-^f-V) ; mp 284 °C; •■*«»"*•«',) 
8.31 (br s, 1 H), 7.77 (s , 1 H), 7.36 (d, J = 8. 8 Hz, 2 H), 7.19 (s, 1 H), 
7.17 (s, 1 H), 6.81 (d, J = 8.8 Hz, 2 H), 5.74 (s, 1 H), 2.19 (s, 3 H), 1.69 
(s, 4H), 1.29 (s, 6H), 1.25 (s, 6 H) ; Anal. Calcd. for C 25 H 28 N 2 0 2 S, C: 71.40%, 
H: 6.71 % N: 6.66 %. 
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0] 35 : TZ333 <D$$L 



1) I-Ph-m-COOCH ? , /er/-BuONa 
^<L/W NH2 Pd 2 (dba) 3l BIN AP 



2) AcCl, pyridine 



XIV-3 




COOCHj |) DEAL 



2) active Mn0 2 



XV I R = H 
XV-2 R = COCH 3 




3-3 - KSIII^ fvW 1. 77 g (6. 77 mmol) % XIV-3 1. 47 g (6. 77 mmol) 

tS£& tert-BuONa 763 mg (7.91 mmol) fc&TR h V 15 ml Iw^U 7A- 
3 >fiT, h y 7. (^v?!)f^Tt^) v^^tf-MO) 122 mg (0.14 
mmol), (R)-BINAP 187 mg (0.30 mmol) ^P^T 100 tt 2. 5 HWLt 5 
Jfctt«:ML*-e««»U ^-xyu-CttmLfc 0 #$IJI£&&7K-?Sfcv\ MgS0 4 t? 

= 1 : 8)-e»«iUT, ft£& XV- 1 £ 1.45 g (61 %)'#/c 0 
'H-NMR (400 MHz, CDC1 3 ) 7.59 (t, J = 2. 0 Hz, 1 H), 7.48 (td, J - 7. 7, 1.2 
Hz, 1 H), 7.27 (t, J = 7.8 Hz, 1 H), 7.20 (s, 1 H), 7.14 (s, 1 H), 7.04 (m, 
1 H), 5.42 (br s, 1 H), 3.88 (s, 3 H), 2.19 (s, 3 H), 1.68 (s, 4 H), 1.29 
(s, 6 H), 1.24 (s, 6 H). 

it£®l XV-1 1.44 g (4.10 mmol) £«S7f^<^-t:V 16 ml [w}§J&»U 
nv-f K 386 mg (4.92 mmol). XkikX V *J> 1 ml &iD;L, M"? 2 B#IW«# 
Lflo SfSffiiwT-tf-^^0 7'T K 0.20ml SriiAO U 50tre4l*IBL KU:70t 
-C*6B#^m#L^o K(S«li**«rHn?L, Mfctfvu-rttitt Lfc. W1$Jf £ 2 N 
$£§fc*S«fcl*&£*-ei5fcV\ MgSO, »«Lt. M^^WWvi^ 
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bt (SKif/U:n-^ty= 1 :2)tf»»L-C, XV-2 £ 

1.37 g (85 %)#fc 0 

'H-NMR (400 MHz, CDC1 S ) 8.00 (s, 1 H), 7.82 (br d, 1 H), 7.45 (td, J = 8. 0, 
2.2 Hz, 1 H), 7.37 (bt, J = 8.3 Hz, 1 H), 7.19 (br s, 1 H), 7.15 (s, 1 H), 
3.88 (s, 3H), 2.10 (s, 3 H), 1.96 (s, 3 H), 1.69 (s, 4 H), 1.27 (s, 12 H). 

<ffc&&XV-2 1. 37 g (3.49 mmoD^T^^'^a^Tx THF 8 ml (Z t U -78 °C 
[ZXmWLWb DIBAL 10.5 ml (1 M h'^yfeB. 10.5 mmol)£tf>o< 9 jS 
Ttfc. 30 *Hfc, ElSiR* 2 N Jtt»lw&£&3K M^f^-CMlffi Lfc. 
Jf £ 2 N &g£:kJ:U ; &&7kT'&V\ MgS0. t "CI**, ftttft, 
^D7^77^- (g^g^fvU : n -^^-^>'= 1 : 3) "Cfi$5c L"C S XV- 
3 £ 0.91 g (81 %)ntz 0 

'H-NMR (400 MHz, CDC1 3 ) 7.21 (t, J = 7. 7 Hz, 1 H), 7.20 (s, 1 H), 7.12 (s, 

1 H), 6.92 (s, 1 H), 6.82 (m, 2 H), 5.35 (br s, 1 H), 4.62 (d, J = 5. 8 Hz, 

2 H), 2. 19 (s, 3 H), 1.68 (s, 4 H), 1.59 (t, J = 5. 8 Hz, 1 H),1.28(s, 6 H), 
1.23 (s, 6 H). 

it&fyl XV-3 900 mg (2. 79 nunol) 9 J —1^7 V —Wfc* 12 ml fciS 

/4>U ^tiMnO, 2.86 g (85 % , 27.9 mmol) SrjjP*., IIBT? 15 WMBHi#Lfc, 

gftztfvl/ : n-^*V> = 1 : 8)"C«»L-C, XV-4 £ 119 mg (13 

'H-NMR (400 MHz, CDC1,) 9.92 (s, 1 H), 7.37 (t, J = 7. 7 Hz, 1 H), 7.31 (m, 
2 H), 7.18 (s, 1 H), 7.15 (s, 1 H), 7.09 (m. 1 H), 5.48 (br s, 1 H), 2.19 
(s, 3 H), 1.68 (s, 4 H), 1.29 (s, 6 H), 1.24 (s, 6 H). 
it&fo XV-4 115 mg (0. 36 mmol) , 2, 4-f7'/ U v 1 ^ ^> 84 mg (0. 72 mmol) 
h/Hty 8 ml IwJgiSU f^y^ 9.2 mg (0.11 mmol) kW&t 6. 4mg 
(0.11 mmol) fc&TKW^V 1.1 ml djgflf Lfc*ffi«:*P*."C 120°C(lT 7 H#F^ 

MgSO, Tftt*, MtiL ->y*^*5^n-7h^7^- (ftjfe^^ 
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/V : n-^^1^^= 1 : 2) -C*ftM LT, TZ333 £ 138 rag (92 %M#/c 0 
TZ333 : Yellow needles (M^fvl-/n-^*1r ^) ; mp 223 °C; 'H-NMR (400 
MHz, CDC1 3 ) 8.29 (br s, 1 H), 7.75 (s, 1 H), 7.30 (t, J = 8. 1 Hz, 1 H), 7. 17 
(s, 1 H), 7.15 (s, 1 H). 6.93 (m, 2 H), 6.81 (m, 1 H), 5.43 (s, 1H), 2.19 
(s, 3H), 1.69 (s, 4H), 1.30 (s, 6H). 1.24 (s, 6 H) ; Anal. Calcd. for C 25 H 28 N 2 0 2 S, 
C: 71.40 %, H: 6.71 %, N: 6.66 %; Found, C: 71.20%, H: 6.76 %, N: 6.65 %. 

0ij 36 : TZ335 

NaH 40 mg (60%, 1.01 mmol) £'>|bCQ n- -^=Sr^>"C}5feV\ DMF 1 ml \Z%W> 
Lt~ 0 Z<DWMi&\Z XIV-7 216 mg (0.67 mmol) £ 6 ml <D DMF \zB^ fC^Dx.. 
M"? 20 #J»#L/t. Rf&m\Z. CH3I 0.08 ml (1.35 mmol) £flO;i, 30 ft^W 
Ltz B DMF &«EE@ifU TK^^X^fb^ f- u ^"CttUi Lfc. 
-CSfcV\ MgS0 4 -C'flftTK, ftlg&, ->!)*W7^n^h^7-f- 

:n-^*^y= 1 :4)t«gU, XIV-8 £ 140 mg (62 %)Wz a 
'H-NMR (400 MHz, CDC1 3 ) 9.73 (s, 1 H), 7. 67 (d, J = 8. 1 Hz, 2 H), 7.20 (s, 
1H), 7.03 (s, 1H), 6.54 (br s, 2H). 3.30 (s, 3 H), 2.04 (s, 3 H), 1.69 (s, 
4 H), 1.31 (s, 6 H), 1.23 (s, 6 H). 

XIV-8 130 mg (0.39 mmol) , 2, 4-^T V' ]) i/Jrl/ 45 mg (0.39 mmol)?: 
ffiTk h/l^n^ 6 ml K!BiBU t°-<l> 9.9mg (0. 12 mmol) fcftgfc 7 mg (0. 12 
mmol) ZmfchJ^y L2mHzmmLtimnZMz.X 120 o Ci3-Cit»itt^ o 6B# 

V\ MgSO, -Ctt*, *> y 7^D7h^- (»»^^^ : 

n wv* = 1 ; 3)-C*i»iiLT, TZ335 £ 145 mg (86 

TZ335 : Yellow powder m<t* t^s/** J ->»") »P >300 °C; 'H-NMR (400 
MHz, DMS0-d B , 30°C) 12.30 (br s, 1 H), 7.63 (s, 1 H), 7.39 (d, J = 8. 4 Hz, 
2 H), 7.29 (s, 1 H), 7. 09 (s, 1 H), 6.53 (d, J - 8. 3 Hz, 2 H), 3.29 (s, 3 
H), 1.99 (s, 3H), 1.65 (s, 4 H), 1.27 (s, 6H), 1.21 (s, 6 H), Anal. Calcd. 
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for C 26 H 30 N 2 0 2 S. C: 71. 86 %, H: 6. 96 %, N: 6. 45 %; Found, C: 71. 60 %, H: 6. 99 %, 
N: 6.67 %. 

m 37 : TZ337 <D&J& 




TZ337 

XVI-2 R = CH,OH 
XVI-3 R = CHD 

NaH 146 mg (60% , 3.65 mmol) £'>g<£> n- ^drf-^-?&V\ DMF 1 ml 
®Ufc„ -<DW.ffimz XV-1 855 mg (2.44 mmol) £ 12 ml <D DMF LT^O 
X.. M"? 20 ^S#tfc 0 SfStf^ CH 3 I 0.30 ml (4.87 mmoD^PX, 1 B# 
mmWLtz 0 DMF £i$JE@ifeU 7K^0x.X^^^u>T'tttHLfc o 
&J£*-rifet\ MgS0 4 -T')ift7K, i^ii v/!)^*7^n7 h^77^- (St 
»:t?vw : n -^-tf-^ = 1 : 10) t^LX. XVI-1 £ 788.5 mg (89 %M#7t 0 
'H-NMR (400 MHz, CDC1 3 ) 7.34 (d, J = 7. 7 Hz, 1 H), 7.30 (m, 1 H), 7.17 (s, 
1 H), 7.16 (t, J = 7.7 Hz, 1 H), 7.04 (s, 1 H), 6.59 (dd, J = 7.4, 1.8 Hz, 
1 H), 3.88 (s, 3 H), 3.25 (s. 3 H), 2.04 (s, 3 H), 1.68 (s, 4 H), 1.30 (s, 
3 H) , 1. 22 (s, 3 H) . 

XVI-1 750 mg (2.05 mmol) THF 7 ml iZtfrL, -78 °CI^ 

XtikWLtt&b DIBAL 6.16 ml (1 M Iwl^VfgfflL 6.16 mmol) l-flSiT L 
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AttTk-eftV^, MgS0« T?«izK, ->^^*7i^7F^7^- (ft 

Rxfvu : n-^drf-^= 1 : 2) L T , XVI-2 £ 616 mg (89%) %tz a 
'H-NMR (400 MHz, CDC1 3 ) 7. 16 (s, 1 H), 7. 14 (t, J = 7. 7 Hz, 1 H), 7.04 (s, 

1 H), 6.68 (d, J = 7.3 Hz, 1 H), 6.58 (s, 1H), 6.41 (dd, J = 8. 1, 2. 2Hz, 1 
H), 4.60 (d, J = 5.8 Hz, 2 H), 3.22 (s, 3 H), 2.06 (s, 3 H), 1.68(s, 4 H), 
1.52 (t, J = 5.9 Hz, 1 H), 1.30 (s, 6 H), 1.21 (s, 6 H). 

XVI-2 610 mg (1.81 mmol) * J -iV? U 7 ^ > 8 ml fc*a»U 

Stt Mn0. 2 1.85 g (85%, 18.1 rnnol) Mi&X* 30 tifT$W.WLtz 0 KJ&?# 

/U : n-^=¥f-^= 1 : 10) T'ffi$^L-C, XV-3 * 423 mg (70%) fcfc, 

■H-NMR (400 MHz, CDC1 3 ) 9.91 (s, 1 H), 7.28 (t, J = 7. 3 Hz, 1 H), 7.18 (m, 

2 H), 7.07 (m, 1 H), 7.04 (s, 1 H), 6.69 (dd, J = 8.4, 2.6 Hz, 1 H), 3.26 
(s, 3 H), 2.05 (s, 3 H), 1.69 (s, 4 H), 1.31 (s, 6 H), 1.22 (s, 6 H). 

XV-3 415 mg (1.24 mmol), 2,4-f7v"J 145 mg (1.42 mmol) & 

ft* h V 10 ml U tX y v 5 > 32 mg (0. 37 mmol) £ gf$? 22 mg (0. 37 

■MoD^tih^y 4 mi fc*ttLfc*«fcJn*.-c i20«cu-ca«fELfc. 6fl# 

MgS0 4 TBftTK, J/!J*^*7^B^h^77-f- (Bffll^^in- 

^^>= i : 3)-C*tiJL-C, TZ337 £ 504 mg (94 %)#£„ 
TZ337 : Orange crystals (ftBg^fvlx/n-^*-!^) ; mp 219 °C; 'H-NMR (400 
MHz, CDC1 3 ) 8.22 (br s, I H), 7.74 (s, 1 H), 7.27 (t, J = 7. 7 Hz, 1 H), 7.04 
(s, 1 H), 6.80 (d, J = 8.4 Hz, 1 H), 6.64 (dd, J = 8.0, 2.2 Hz, 1H), 6.48 
(s, 1H), 3.26 (s, 3H), 2.05 (s, 3 H), 1.70 (s, 4 H), 1.32 (s, 6H), 1.24 
(s, 6H); Anal. Calcd. for C 26 H 3O N 2 0 2 S, C: 71.86%, H: 6.96%, N: 6.45%; Found, 
C: 71.65 %, H: 7. 16 %, N: 6.75 %. 
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m 38 : pmm 

4 b't LX Am80 [4-[(5,6,7,8- X t Ko-5,5,8,8- fh7^W- ^7 
*yw^>f/u] £*.§K«:ffli^o ffltttgSfcttBiliLJSiNBII&i* HL-60 

(nbt) <om7cnm^x*j w£ Lti 0 ot<0*£* Lfc$MkLfcaia<0»i£(« n 

NBT JItc^tS » <b H Hi L ii <r> X h 5 „ 
(A)#<k^**aw*«lfe#W^tK*<!6fcJ:tr ixiO" 9 M Am80 o$HU83M! 
{iJt-rS^Jtfeff^m^i'J^Lfio TZ91 teit; TZ181 l±$3K-ili«S^{kl 
U $ e>lw*Bfi»{klJ|IIISttSr^$<CV^«*^*J^-C*#i-5 An.80 
<D?£tt£ti&L-CW-o TZ201 tt*iT,e#-Cttgtt4:i*fcfci^ 
5 Am80 (Dft&Zmm L-rv^fc 0 

{fcfi-1fc*4fe-C<05Mfc»*Lfc. lxlO- 9 MAm80 i*#t/l^cD 

^flStoS'j-a- (%) 55-^Mit/iiW)ia<ofij-a- (%) 



ft £4*1 




m i 


t 








iSk ffi 








-9 


-8 


-7 


-6 


none 
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-8 


-7 
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TZ91 


1.2 
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87 


49 


58 
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(b) £{t&fow&<r>m&fc&to#<tvi*t&is£v ix io- n m Am8o <D#<mmi& 

li*fi-5««ft#W«l*«:a!l3eLfc. TZ151 ttJ|Mttrfcttl&£{fcl**J£ttfc* U 
$6(w*ffl)ia^^#^^^$ 7t <f''^^(wi=v^X##i-5 Am80 <D?§tt£ii&L 
X^fc, £7t, TZ161 *J«fctf TZ191 l4**Lg #-Ctt»tt$rJ*fcfcV^ 
5 Am80 WftttSrHiaL-CfciJ, itiiSSUxiO* M) "CHJlWWWfcflMJj LTl^fc, 
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^2 



fc£ft*a-C0)#ft,Ri*Lfc lxiO" 10 MAm80 tft#Lf:i^ 

*fflgaws>]^ (%) ^bis*Lfc»iaro«^ (%) 







m st 






iS I 


E 






-8 


-7 


-6 


none 


-8 
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63 
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(o &fc&m&m<Dmmfoft&)ftitffimm&£v 3xio- 9 m Amso (Dwmmm 

^^^T'CD^^jJlLfc 3xlO" 9 MAm80 ir*#L/c^tO 
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87 


51 
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83 
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(D) &{k&to<r>m&lZ 1X10- 6 M V^;A K (Am80) OiJtftfftt 
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m4 





none 


Am80(-9) 


Am80(-9.5) 


Am80(-10) 


none 


1.5 


80 


53 


8.5 


TZ223 


4.4 


62 


22 


5 


TZ227 


5.3 


11.7 


5.5 


7 


TZ243 


4.2 


77 


35 


5 


TZ247 


7 


10 


5.8 


6.4 



(E) mmw- 9-48771 tdii, Ti5-J&i£-e^$ft5 n-^yi>/\si>jr*y?-Tv'}) 
3 0 -tit, Jt^^fc^ti N-^y^/Hi*t tr Tzios ££j&u u^y^ 




TZ105 

II-2 (tf'J4#B8) 150 mg (0.60 mmol) ^ 12ml U S0C1 2 358 

mg (3.01 mmoD^D^X 14 m$MfaLtz c S0C1 2 £@£U7t&> SStlSr&TK^ 
^-fe'y 10 ml A-hV 7/Upj"t3-<yi>;WT 5 >" 106 mg (0.60 mmol) , 

«7Kt°D v'V 1 ml ^Anx.-CM?aT'lB#P B ^f#L7t„ Kfcm^TkZ&fr^tl 2 N 

JkS££flD;i, M^^^-C-ttttSL7t 0 'eft'' \ MgS0 4 -CflfeTK, It 

^L7i&, y!)*^V*7i.^n7 |> 7 ^ - {mt^^ : n-^f-Jf = 3 : 
2)T'ift^LXTZ105 Ir 128 mg (52 

TZ105 : Colorless needles (TO^^/n-^*1^) ; mp 204 ^C; 'H-NMR (400 
MHz, DMSO-d. , 30 °C) 9.23 (t, 1 H, J = 5.9 Hz), 8.10 (s, 1 H) , 7.97(d, 1 
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H, J = 8.7 Hz), 7.83 (s, 1 H), 7.76 (d, 1 H, J = 8. 7 Hz), 7.70 (d, 2 H, J 
= 8.1 Hz), 7.65 (t, 1 H, J = 7.7 Hz), 7.55 (d, 2 H, J = 8. 0 Hz), 4.59 (d, 
2 H, J = 5. 9 Hz) ; Anal. Calcd. for C I9 H 13 N 2 0 3 SF3, C: 56. 16 %, H: 3. 22 %, N: 6. 89 %, 
Found C: 56.36 %, H: 3. 04 %, N: 6.98 %. 

fti&Ltz hl-60 mifo$:m^tfij£%izts^x. Tzios Mtmmfe&z 

£tz. K Am80 <D\^m\Zi,m^R\t^^otZo V£ 

-^tou^-ci* tzi85 m(oxoi^mm^±(D^m(D^m^^m-vh^ 
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tt # w «£ H 



1. TI5(7)-^(I): 




NH 



[5£t>, R\ R 3 , R\ RtJt R 5 I±^tim®3l!w7Km^X{tf6ilT^=3r^S 

Xtt6A«&JBJ3fcLTfcJ:<;X tt-C (R 6 ) =CH- , -CH=C (R 7 ) -N (R 8 ) -CO- , -CO-N (R 9 ) 
-C (=CHR 10 ) , -CO-, X\t -NR"- X-mZtlZm R 6 . R 7 . R 8 . R 9 . R'° » RV 

TIEO-**(II) : 



R 21 , R M , R M > STJ R 21 li-tn'?ttai:iw7K*JR-?XttteftT;v*/i' 



0 
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Specification 

Retinoid receptor agonist. 

The Field of Technology 

This invention relates to retinoid receptor active substance having the same physiological action as 
retinoid such as retinoic acid or the like, or an action to regulate the action of retinoid, and a drug 
including as an active ingredient the said compound. 

Background Technique 

Retinoic acid (vitamin A acid) is an active metabolite of vitamin A, and has extremely important 
physiological effects such as action to cause differentiation of premature developing cells into 
mature cells having specific function, cell proliferation facilitation action, life maintenance action 
or the like. Vitamin A derivatives that have been synthesised so far, for example benzoic acid 
derivative in accordance with Kokai 61-22047 and Kokai 61-76440, compound in accordance with 
Journal of Medicinal Chemistry (988, Vol. 31, No. 1 1, p.2182) have been elucidated to have similar 
physiological effects. The aforesaid compounds having physiological activity of retinoic acid and 
retinoic acid-like action are known generally as "retinoid". 

For example, all-trans retinoic acid binds as ligand to retinoic acid receptor (RAR) belonging to 
nuclear receptor superfamily (Evans, RM, Science, 240, p.889, 1988) present in cell nucleus, and is 
known to control the proliferation and differentiation of animal cells or cell death (Petkovich, M, et 
al., Nature, 330, pp.444-450, 1987). The aforesaid compound having retinoic acid-like 
physiological activity (for example, 4-[[5,6,7,8-tetrahvdro-5,5,8,8-tetramethvl-2-naphthalenyl] 
carbamoyl] benzoic acid: Am80 or the like) is suggested to bind to RAR in the same way as retinoic 
acid, too, and to display physiological activity (cf. Hashimoto, Y, Cell struct. Funct, 16, pp.1 13- 
123, 1991, Hashimoto, Y., et al., Biochem-Biophys. Res. Commun., 166, pp. 1 300-1 307, 1990). 

These compounds have been found to be clinically useful in prevention and treatment of vitamin A 
deficiency, keratosis of epithelial tissue, rheumatism, delayed type allergy, bone disease and 
leukemia and certain types of cancer. However, because these retinoids have various physiological 
activities, they cannot necessarily be regarded as satisfactory drugs from the viewpoint of side 
effects. Accordingly, creation of retinoid having characteristic action and the control molecule 
thereof are desired earnestly. 

As action modifier of retinoid, benzodiazepine derivatives such as 4-[5H-2,3-(2,5-dimethyl-2,5- 
hexano)-5-methyldibenzo[b,e][l,4]diazepin-l 1-yl] benzoic acid and 4-[l,3-dihydro-7,8-(2,5- 
dimethyl-2,5-hexano)-2-oxo-2H-l,4-benzodiazepin-5-yl]-benzoic acid or the like are known 
(PCT/JP96/2709, international disclosure W097/1 1061). These compounds do not have retinoid 
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action by itself or the retinoid action thereof is weak, nevertheless has an action to markedly 
reinforce the action of retinoid such as retinoic acid or the like, and are suggested to be useful in 
prevention and treatment of vitamin A deficiency, keratosis of an epithelial tissue, rheumatism, 
delayed allergy, bone disease or leukemia and certain types of cancer. 

As for the expression of physiological activity of retinoic acid, the presence of retinoid X receptor 
(RXR, 9-cis-retinoic acid is the ligand) is shown. It has been elucidated that the retinoid X receptor 
forms a dimer with retinoic acid receptor (RAR), and controls expression of physiological activity 
of retinoic acid by inducing or inhibiting transcription of gene (Mangelsdorf, D.J. et al., Nature, 
345, pp.224-229). It has also been elucidated that in addition to retinoic acid receptor (RAR), 
retinoid X receptor (RXR) binds to receptor of active vitamin D3 in the nucleus, and PPAR said to 
be involved in fat metabolism, and other receptor species and controls the expression of action of 
physiologically active substance such as vitamin D3 and thyroxine or the like that bind to these 
receptors (Mangelsdorf, D. J. et ah, the Retinoids, 2nd Ed., Ravan Press, pp.3 19-350, 1994). 

Moreover as retinoid action modifier, presence of the compounds that act antagonistically with 
respect to retinoid and causes attenuation of typical retinoid actions are also known (Eyrolles, L, et 
al., Journal of Medicinal Chemistry, 37(10), pp.1508-1517, 1994). For example, it is disclosed in 
this publication that compounds such as 4-(5H-7,8,9,10-tetrahydro-5,7,7,10,10-pentamethyl 
benzo[e]naphtho[2,3-b][l,4]diazepin-13-yl) benzoic acid or the like act as antagonist of retinoid. 
Moreover, compounds such as 4-(13H-IO,l l,12,13-tetrahydro-10,10,13,13,15-pentamethyl 
dinaphtho[2,3-b][l,2-e][l,4]diazepin-7-yl) benzoic acid or the like have been found as retinoid 
antagonist by these inventors (JPA-7-255912 specification). 

On the other hand, in the prior art, the carboxyl group of retinoids such as retinoic acid and Am80 
or the like or the carboxyl group of the aforesaid retinoid action potentiating compound and retinoid 
antagonist is considered to be an essential functional group in each desired physiological activity, 
and when it is substituted with functional group such as sulfonamide, tetrazole or the like, it is 
known to lose the desired physiological activity. Although compounds having thiazolidine skeleton 
such as diglitazone, troglitazone or the like are indicated to act on y subtype of PPAR (peroxisome 
proliferator-activated receptor) belonging to nuclear receptor superfamily, but in the prior art, it is 
not at all known that the compounds in which the carboxyl group of the said physiologically active 
compound was replaced with thiazolidine ring interact with retinoid receptor and display 
physiological activity. 

As thiazolidinedione derivative, N-benzyl type 2,4-thiazolidinedione derivative having blood sugar 
lowering action is known (Kokai 9-48771 and The 17th medicinal chemistry symposium, The 6th 
Drug Chemistry sectional meeting annual meeting proceeding collection, pp.1 14-1 15, l-P-30, 
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October 27, 1997, Pharmaceutical Society of Japan Publication). However, there is no suggestion at 
all about these thiazolidinedione derivatives have retinoid-like action or function as retinoid action 
modifier. 

Disclosure of the Invention 

The object of this invention is to put forward retinoid receptor active substance having retinoid-like 
action or control action (for example, action to reinforce or inhibit the action of retinoid) with 
respect to action of retinoid. Another objection of this invention is to put forward a drug including 
as an active ingredient the aforesaid compound. 

These inventors carried out assiduous investigations, and as a result, discovered that thiazolidine 
compounds represented by the following general formula had retinoic acid-like biological action, or 
had action to potentiate or inhibit the action of retinoid. This invention was completed on the basis 
of this discovery. 

In other words, this invention puts forward: 

A compound represented by the following general formula (I) 



(wherein, Rl, R2, R3, R4 and R5 each independently denote hydrogen atom or lower alkyl group, 
and among these, two adjacent groups may be linked together with carbon atoms on phenyl ring 
that they are bonded to form a 5-membered ring or 6-membered ring optionally having alkyl group 
of more than 1 or 2, X denotes a group represented by -C(R6)=CH-, -CH=C(R7)-, -N(R8)-CO-, 
-CO-N(R9)-, -C(CHRIO), -CO- or -NR11- (wherein, R6, R7, R8, R9, RIO and Rll each 
independently denote hydrogen atom or lower alkyl group)), or 

A compound represented by following general formula (II) 
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(wherein, R21, R22, R23 and R24 each independently denote hydrogen atom or lower alkyl group, 
and among these, two adjacent groups may be linked together with carbon atoms on phenyl ring 
that they are bonded to form a 5-membered ring or 6-membered ring optionally having alkyl group 
of more than 1 or 2, and R25 denotes a hydrogen atom or lower alkyl group). 

From another viewpoint, a drug including as an active ingredient a compound represented by the 
aforesaid general formula, physiologically acceptable salts thereof and hydrates thereof and the 
solvate thereof is put forward. This drug is useful as retinoid-like agonist or retinoid action modifier 
(preferably retinoid action promoter or retinoid action depressant). 

From another viewpoint, it is put forward the use of the aforesaid substances for the production of 
the said drug, and a process of a kind which is a preventive and/or therapeutic process of diseases 
involving nuclear receptor superfamily (Evans, R.M, Science, 240, p.889, 1988), preferably retinoid 
receptor (RAR and/or RXR), including a step to administer an effective quantity of the aforesaid 
substance to mammals including humans. 

Tdeal form for Carrying Out the Invention 

In the aforesaid general formula (I), Rl, R2, R3, R4 and R5 each independently denote hydrogen 
atom or lower alkyl group. As lower alkyl group, it is possible to use carbon number 1-6 approx and 
preferably carbon number 1-4 straight chain or branched chain alkyl group. For example, methyl 
group, ethyl group, n-propyl group, isopropyl group, n-butyl group, sec-butyl group or tert-butyl 
group or the like can be used. 

Moreover, two adjacent groups selected from Rl, R2, R3, R4 and R5 may be linked together with 
carbon atoms on phenyl ring that they are bonded to form one or two, preferably one 5-membered 
ring or 6-membered ring optionally having alkyl group of more than 1 or 2. As the alkyl group 
which can be substituted on ring, it is possible to use carbon number 1-6 approx and preferably 
carbon number 1-4 straight chain or branched chain alkyl group. For example, methyl group, ethyl 
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group or the like can be used, and it is preferably substituted with 2-4 methyl groups, more 
preferably 4 methyl groups. For example, 5,6,7,8-tetrahydronaphthalene ring and 5,5,8,8- 
tetramethyl-5,6,7,8-tetrahydronaphthalene ring or the like may preferably be formed by R2 and R3 
with phenyl ring that R2 and R3 substitute. 

X denotes an any group represented by -C(R6)=CH-, -CH=C(R7)-, -N(R8)-CO-, -CO-N(R9)-, -C 
(CHR10), -CO- or -NR1 1-. In these groups, R6, R7, R8, R9, RIO and Rll each independently 
denote hydrogen atom or lower alkyl group, and as lower alkyl group, it is possible to use straight 
chain or branched chain alkyl group of carbon number 1-4. In a further embodiment, preferably 
methyl group, ethyl group or the like is used. The site of substitution of X is not restricted in 
particular on phenyl group of benzylidene thiazolidinedione moiety, however, it is preferably meta- 
substituted or para-substituted. 

In the aforesaid general formula (II), R21, R22, R23 and R24 each independently denote hydrogen 
atom or lower alkyl group. As lower alkyl group, it is possible to use carbon number 1-6 approx and 
preferably carbon number 1-4 of straight chain or branched chain alkyl group. For example, methyl 
group, ethyl group, n-propyl group, isopropyl group, n-butyl group, sec-butyl group or tert-butyl 
group or the like can be used. R25 denotes a hydrogen atom or lower alkyl group, but as lower alkyl 
group, it is possible to use straight chain or branched chain alkyl group of carbon number 1-4. In a 
further embodiment, preferably methyl group, ethyl group or the like can be used. 

Moreover, two adjacent groups selected from R21, R22, R23 and R24 may be linked together with 
carbon atoms on phenyl ring that they are bonded to form one or two, preferably one 5-membered 
ring or 6-membered ring optionally having alkyl group of more than 1 or 2. As the alkyl group 
which can be substituted on ring, it is possible to use carbon number 1-6 approx and preferably 
carbon number 1-4 straight chain or branched chain alkyl group. For example, methyl group, ethyl 
group or the like can be used, and it is preferably substituted with 2-4 methyl groups, more 
preferably 4 methyl groups. For example, by R22 and R23 with phenyl ring that R22 and R23 
substitute, it is preferred 5,6,7,8-tetrahydronaphthalene ring and 5,5,8,8-tetramethyl-5,6,7,8- 
tetrahydronaphthalene ring or the like to be formed. 

As for the aforesaid compound, base addition salt may be formed, and such salt may present as for 
example metal salt such as sodium salt, potassium salt, magnesium salt, calcium salt or the like, 
ammonium salt or organic amine salt or the like such as ethanolamine salt, triethylamine salt or the 
like. However, the physiologically acceptable salts among such salts can be used as effective 
ingredient of drug of this invention. Moreover, as for the aforesaid compound, there may be 
contained 1 or 2 or more asymmetric carbons corresponding to the kind of substituents, and in such 
case, arbitrary optical isomers on the basis of these asymmetric carbons, arbitrary mixture of optical 
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isomers, racemic body, diastereoisomer on the basis of asymmetric carbons of two or more, 
arbitrary mixture of diastereoisomers or the like can be included. Moreover, geometric isomer on 
the basis of cis- or trans-bond of double bond and arbitrary mixture of geometric isomer, and 
arbitrary hydrate or solvate of free compound or compound of a salt form, can also be included. 

Among the compounds of this invention, the following compounds are nominated as preferred 
compounds, however, the compounds of this invention or the compounds which can be used as 
effective ingredient of drug of this invention needs not to be restricted to following compound (in 
the following explanation, para and meta respectively denotes that the site of substitution of X is 
para position and meta position on phenyl group of benzylidene thiazolidinedione moiety, and Me 
denotes methyl group). 
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As for the process for the production of compounds of aforesaid formula (I) and formula (II), 
Synthesis Examples of the aforesaid representative compounds are described in details in the 
Examples of this specification. Accordingly, arbitrary compounds included by the compounds of 
this invention represented by aforesaid general formula (I) or (II) can be easily produced by a 
person skilled in the art by referring to these Examples or in accordance with requirements by 
adding suitable alteration or modification to these processes. 

Compound of the aforesaid formula (I) and formula (II) can interact with respect to retinoid 
receptor (the term of "retinoid receptor" used in this specification includes retinoic acid receptor 
RAR and RXR, and refers to one or two or more receptors with which retinoids such as retinoic 



©Rising Sun Communications Ltd. (2007) 



http://www. risingsun. co.uk 



W099/24415 
Complete Translation 



9 



Caution : Translation Standard is 
Post-Edited Machine Translation 



acid or the like can interact), and it either displays retinoid-like physiological activity by itself as 
agonist or has an action to enhance or inhibit the physiological activity of retinoid. 

Accordingly, the drug including as an active ingredient the aforesaid compound is useful as 
retinoid-like agonist or retinoid action modifier. Which of the aforesaid action is displayed by the 
compound of the aforesaid formula (I) and formula (II) can be easily confirmed by the process 
described in detail in Examples of this specification. Moreover, there is a description in 
international disclosure W097/1 1061 (PCT/JP96/2709) about evaluation process of retinoid action 
potentiating compound, and there is description in Eyrolles, L., et al., Journal of Medicinal 
Chemistry, 37(10), pp. 1508-1 5 17, 1994 and JPA-7-255912 specification about the evaluation 
process of retinoid action inhibitory compound. 

Among the aforesaid compounds, the compounds having retinoid-like action have for example cell 
differentiation action, cell proliferation facilitation action, and life maintenance action or the like, 
and it can be used as effective ingredient of drug for prevention / therapy of vitamin A deficiency, 
keratosis of an epithelial tissue, psoriasis, allergic disease, immunologic disease such as rheumatism 
or the like, bone disease, leukemia or cancer. 

Moreover, among the aforesaid compounds, the retinoid action potentiating compounds do not 
substantially have retinoid-like action, or have weak to moderate retinoid-like action, nevertheless, 
when the said compounds are placed in the co-presence of retinoid such as retinoic acid or the like, 
the physiological activity of retinoid (as typical examples, cell differentiation action, cell 
proliferation facilitation action, and life maintenance action or the like) is markedly enhanced. 

No specific theory is adhered to, but when such retinoid action potentiating compound itself 
contains retinoid-like action, then the action thereof is synergistic action. Accordingly, when 
retinoids including retinoic acid or the aforesaid compound having retinoic acid-like biological 
action (for example, 4-[[5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-2-naphthalenyl] carbamoyl] benzoic 
acid: Am80) is administered as a drug for prevention or therapy of vitamin A deficiency, keratosis 
of epithelial tissue, psoriasis, allergic disease, immunologic disease such as rheumatism or the like, 
bone disease, leukemia or cancer, retinoid action potentiating compound can be used as action 
promoter of said retinoid. 

Moreover, the aforesaid retinoid action potentiating compound enhances the action of retinoic acid 
present in the body even when retinoid is not administered for prevention or therapy of the said 
diseases, therefore, the aforesaid compound can be administered as a drug for the purpose of 
prevention or therapy of the said diseases. Furthermore, not only can these compounds have action 
potentiation with respect to retinoid, but also be used as action enhancer of physiologically active 
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substances such as steroidal compound, vitamin D compound such as vitamin D3 or the like or 
thyroxine or the like, which display physiological effect by binding to receptors belonging to 
nuclear receptor superfamily (Evans, RM, Science, 240, p. 889, 1988) which is present in the 
nucleus of the cell. For example, it is useful as drug for prevention and/or therapy of diseases such 
as diabetes mellitus, arteriosclerosis, hyperlipidemia, hypercholesterolemia, bone disease, 
rheumatism or immunologic disease or the like. 

As such nuclear receptors, for example, nuclear receptor of active vitamin D3, PPAR participating 
in fat metabolism, thyroxine receptor, and COUP or the like are known (as for the aforesaid 
receptors, cf. Mangelsdorf, DJ. et al., the Retinoids, 2nd Ed., Ravan Press, pp.3 19-350, 1994), it 
has been elucidated that these receptors in each case display the action of the said physiologically 
active substances by binding to retinoid X receptor (RXR). 

Among the aforesaid compounds, retinoid action inhibitory compounds have action to markedly 
inhibit physiological action of retinoid (as typical examples, cell differentiation action, cell 
proliferation facilitation action, and life maintenance action or the like). No specific theory is 
adhered to, but it is considered that the compounds having such action bind to retinoid X receptor 
(RXR) that forms a dimer with retinoic acid receptor (RAR), and control the expression of 
physiological activity of retinoid such as retinoic acid or the like. These compounds are useful for 
prevention and/or therapy of endogenous vitamin A excess due to excess vitamin A in body, or 
exogenous vitamin A excess induced by retinoic acid or compound having retinoic acid-like 
biological action (for example, 4-[[5,6,7,8-tetrahvdro-5,5,8,8-tetramethyl-2-naphthalenyl] 
carbamoyl] benzoic acid: Am80) to be administered for prevention or therapy of vitamin A 
deficiency, keratosis of epithelial tissue, psoriasis, allergic disease, immunologic disease such as 
rheumatism or the like, bone disease, leukemia or cancer. 

The retinoid action inhibitory compound can be administered by itself or in combination with other 
retinoid and anti-cancer agent, thereby cancer such as leukemia or the like can be treated. 
Moreover, the aforesaid compounds can suppress the action of substances, which display 
physiological effect by binding to receptors belonging to nuclear receptor superfamily (Evans, RM, 
Science, 240, p.889, 1988) which is present in the nucleus of the cell, such as steroidal compound, 
vitamin D compound such as vitamin D3 or the like or thyroxine or orphan receptor with unknown 
ligand or the like, therefore can be used for controlling the expression of the physiological action of 
these substances. Accordingly, the retinoid action inhibitory compound that binds to retinoid X 
receptor (RXR) can be used for prevention and/or therapy of diseases accompanied by aberration of 
biological action involving 1 or 2 or more of nuclear receptors belonging to nuclear receptor 
superfamily. 
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Drug of this invention contains as an active ingredient at least one of substance selected from the 
group comprising compound represented by the aforesaid formula (I), salts thereof, and hydrates 
thereof and solvate, or substance selected from the group comprising compound represented by the 
aforesaid formula (II), salts thereof and hydrates thereof and solvate. As drug of this invention, the 
aforesaid substance may be administered by itself, but preferably, it can be administered as 
medicinal composition of oral use or parenteral use that can be produced by process well-known to 
a person skilled in the art. As composition for drug suited for oral administration, for example, 
tablet, encapsulated formulation, powder, fine granules, granule, liquid agent and syrup or the like 
may be proposed, and for example injection, suppository, inhalant, instillation, collunarium, 
ointment, cream agent, and patch or the like are nominated as the medicinal composition suitable 
for parenteral administration. 

The aforesaid medicinal composition can be produced by addition of pharmacologically and 
pharmaceutically permitted additives. For example, as examples of pharmacologically and 
pharmaceutical^ permitted additives, excipient, disintegrating agent or disintegration adjuvant, 
binding agent, lubricant, coating agent, dye, diluent, base, solvent or solubilizer, isotonizing agent, 
pH modifier, stabilising agent, propellant, and binder or the like may be proposed. 

Dose of drug of this invention is not restricted in particular, and it can be suitably selected 
corresponding to kind of action thereof or the strength and weakness or the like for a product, and 
also it is possible to suitably increase and decrease corresponding to various kinds of factors to be 
considered such as body weight, age of the patient, type of diseases, symptoms, administration 
route or the like. Generally, for the drug containing as an active ingredient compound having 
retinoid-like action, the dose thereof is referred to in accordance with the dose used for retinoic acid 
or the like as drug, and it can be suitably selected. For example, in case of oral administration, it is 
possible to be used with range of about 0.01-l,000mg per day per adult. Moreover, the dose can be 
selected in the same way about the drug including as an active ingredient retinoid action 
potentiating or retinoid action inhibitory compound, and it can be used per day per adult with range 
of about 0.01-l,000mg in the case of oral administration. 

Examples 

Hereinafter, this invention will be described in greater detail using Examples. However, the range 
of the invention needs not to be restricted to the range of the following Examples. Moreover, the 
compound number in Examples corresponds to the number shown as preferred examples as above 
and the following synthesis scheme. 

Example 1: Synthesis ofTZ91. 



©Rising Sun Communications Ltd. (2007) 



ltttp://www. risingsun. co. uk 



W099/24415 
Complete Translation 



12 



Caution : Translation Standard is 
Post-Edited Machine Translation 



4-[2-(5 ? 6,7,8-tetramethyl-5,5,8 ? 8-tetrahydro-2-naphthyl) propenyl] benzaldehyde 24 mg (0.072 
mmol), 2,4-thiazolidinedione 10 mg (0.085 mmol) and piperidine 5 mg (0.058 mmol) were 
dissolved in ethanol 2.5 ml, and it was refluxed overnight. The reaction liquid was poured into IN 
hydrochloric acid and extraction was carried out with ethyl acetate. The organic layer was washed 
with water, and it was dewatered with Na 2 S0 4 , and after the elimination of the solvent, it was 
recrystallised from methanol, and TZ91 (quantitative) was obtained. 

TZ91 : Yellow needles (methanol), mp 227-229°C; 'H-NMR (400MHz, CDC1 3 )8.24 (br s, 1H), 7.87 
(s, 1H), 7.51 (d, 2H, J = 8.8 Hz), 7.48 (d, 2H, J = 8.8 Hz), 7.45 (d, 1H, J = 1.5 Hz), 7.33 (d, 1H, J = 
8.4 Hz), 7.30 (dd, 1H, J = 8.4, 1.8 Hz), 6.78 (br s, 1H), 2.32 (d, 3H, J = 1.5 Hz), 1.71 (s, 4H), 1.34 
(s, 6H), 1.31 (s, 6H), 

Anal. Calcd. for C27H29N02S, O 75. 1 5%, H= 6.77%, N, 3.25%, 
Found O 75.08%, H = 6.97 %, N, 3.1 1%. 

Example 2: Synthesis of TZ151. 




1-3 R = CH20H 
M R = CHQ 



3,5-di-tert-butyl benzoic acid (I-l) 1.00 g (4.27 mmol) was suspended in thionyl chloride 2.50 g 
(21.0 mmol), anhydrous benzene 12 ml, and the suspension was refluxed for 14 hours. The thionyl 
chloride was eliminated by distillation, and p-aminobenzoic acid methyl ester 645mg (4.27 mmol) 
was added, and it was suspended in anhydrous benzene 30 ml, anhydrous pyridine 1 ml, and the 
mixture was stirred at room temperature for one hour 30 minutes. Iced water, 2N hydrochloric acid 
were added to the reaction liquid and extraction was carried out with ethyl acetate. The organic 
layer was washed with aqueous sodium chloride, and was dewatered with MgS0 4 , and it was 
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concentrated. It was purified by silica gel column chromatography (methylene chloride) and 
Compound 1-2 was obtained 1 .03 g (66 %). 

'H-NMR (400 MHz, CDC1 3 ) 8.06 (d, 2H, J= 8.8 Hz), 7.90 (br s, 1H), 7.75 (d, 2H, J = 8.8 Hz), 7.66 
(d, 2H, J = 1 .5 Hz), 7.64 (t, 1 H, J = 1 .8 Hz), 3.92 (s, 3H), 1 .37 (s, 1 8H). 

Compound 1-2, 1.02 g (2.78 mmol) was dissolved in THF 30 mL, and DIBAL 8.34 mL (1M 
toluene solution, 8.34 mmol) was gradually added at -20°C. 30 minutes later, the reaction liquid 
was discharged into 2N hydrochloric acid and extraction was carried out with ethyl acetate. The 
organic layer was washed with aqueous sodium chloride, and was dewatered with MgS0 4 , and 
thereafter the solvent was concentrated. The residue was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:1) and Compound 1-3 was obtained 786 mg (83 %). 
'H-NMR (400MHz, CDC1 3 )7.78 (br s, 1H), 7.67 (d, 2H, J = 1.8 Hz), 7.65 (d, 2H, J = 8.8 Hz), 7.62 
(t, 1H, J = 1.8 Hz), 7.38 (d, 2H, J = 8.8 Hz), 4.69 (d, 2H, J = 5.9 Hz), 1.37 (s, 18H). 

Compound 1-3, 780 mg (2.30 mmol) was dissolved in methanol-free methylene chloride 22 ml, and 
PCC 992mg (4.60 mmol) was added and the mixture was stirred at room temperature for two hours 
30 minutes. The reaction liquid was concentrated, and it was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:4) and Compound 1-4 was obtained 704 mg (91 %). 
'H-NMR (400MHz, CDCI 3 ) 9.96 (s, 1H), 7.97 (brs, 1H), 7.92 (d, 2H, J = 8.4 Hz), 7.85 (d, 2H, J = 
8.4 Hz), 7.67 (d, 2H, J = 1.8 Hz), 7.66 (t, 1H, J = 1.8 Hz), 1.38 (s, 18H). 

Compound 1-4, 150mg (0.45 mmol), 2,4-thiazolidinedione 52 mg (0.45 mmol) were suspended in 
anhydrous toluene 10 ml, and a solution comprising piperidine 11 mg (0.13 mmol) and acetic acid 8 
mg (0.13 mmol) dissolved in anhydrous toluene 1.4 ml was added, and the mixture was refluxed at 
120°C for three hours 30 minutes. The reaction liquid was discharged into iced water and extraction 
was carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, 
and it was dewatered at MgS0 4) and thereafter the solvent was concentrated, and TZ151 was 
obtained 194 mg(99%). 

TZ151: Yellow powder (ethyl acetate / n-hexane); mp >300°C, 'H-NMR (400 MHz, DMSO-d 6 , 
30°C) 10.43 (s, 1H), 7.93 (d, 2H, J = 8.4 Hz), 7.75 (s, 1H), 7.74 (d, 2H, J = 1.8 Hz), 7.63 (m, 3H), 
1.35 (s, 18H), 

Anal. Calcd. for C25H28N203S, C= 68.78%, H= 6.46%, N= 6.42%, 
Found C= 68.70%, H= 6.59%, N = 6. 1 5 %. 

Example 3: Synthesis of TZ153. 

3,5-di-tert-butyl benzoic acid (1-1) and m-aminobenzoic acid methyl ester were used as the starting 
materials, and TZ1 53 was synthesised according to the process of Example 2. 
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TZ153: Pale yellow powder (ethyl acetate / n-hexane); mp 252°C, 'H-NMR (400 MHz, DMSO-d 6 , 
30°C) 10.36 (s, 1H), 8.16 (brs, 1H), 7.76 (m, 4H), 7.63 (t, 1H, J = 1.8 Hz), 7.52 (t, 1H, J = 8.1 Hz), 
7.37 (d, 1 H, J = 8.0 Hz), 1 .35 (s, 1 8H); 

Anal. Calcd. for C25H28N203S, O 68.78%, H= 6.46%, N= 6.42%, 
Found C= 68.8 1 %, H= 6.60%, N = 6.59 %. 

Example 4: Synthesis of TZ155. 




p-formyl benzoic acid (II- 1) 1.00 g (6.67 mmol), 2,4-thiazolidinedione 858 mg (7.33 mmol) were 
suspended in anhydrous toluene 40 ml. The solution of piperidine 170 mg (2.00 mmol), acetic acid 
120 mg (2.00 mmol) dissolved in anhydrous toluene 20 ml was added, and the mixture was 
refluxed at 120°C for six hours. The reaction liquid was cooled to room temperature, and the 
precipitated crystals were recovered by filtration and were washed with toluene, benzene, and 20 % 
acetone aqueous solution, and then dried, and Compound II-2 was obtained 1 .57 g (94 %). 
'H-NMR (400 MHz, DMSO-d 6 , 30°C) 8.04 (d, 2H, J = 8.4 Hz), 7.79 (s, 1H), 7.70 (d, 2H, J = 8.4 
Hz). 

Compound 11-2, 250mg (1.00 mmol) was suspended in anhydrous benzene 12 ml, and SOCl 2 
627mg (5.27 mmol) was added, and the mixture was refluxed for 14 hours. SOCb was eliminated 
by distillation, and thereafter, it was suspended in anhydrous benzene 10 ml, and 3,5-di-tert-buty! 
aniline 210 mg (1.00 mmol), anhydrous pyridine 4 ml were added, and the mixture was stirred at 
room temperature for two hours. 2N hydrochloric acid with floating ice was added to the reaction 
liquid and extraction was carried out with ethyl acetate. The organic layer was washed with aqueous 
sodium chloride, and was dewatered with MgS0 4 > and after concentration, it was purified by silica 
gel column chromatography (ethyl acetate : n-hexane = 3:2) and TZ155 was obtained 390 mg (89 
%). 
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TZ155: Pale yellow powder (ethyl acetate / n-hexane); mp 266-267°C, 'H-NMR (400 MHz, 

DMSOd 6 , 30°C) 10.20 (s, 1H), 8.08 (d, 2H, J = 8.4 Hz), 7.87 (s, 1H), 7.74 (d, 2H, J = 8.4 Hz), 7.69 

(d, 1 H, J - 1 .5 Hz), 7.16 (t, 1H, J= 1.5 Hz), 1 .30 (s, 1 8H), 

Anal. Calcd. for C25H28N203S, O 68.78%, H= 6.46%, N= 6.42%, 

Found C= 68.52%, H= 6.52%, N = 6.37%. 

Example 5: Synthesis of TZ157. 



HOOC 




TZ157 

m-formyl benzoic acid (1II-1) 800 mg (5.33 mmol), 2,4-thiazolidinedione 686 mg (5.87 mmol) 
were suspended in anhydrous toluene 40 ml. Solution comprising piperidine 136 mg (1.60 mmol), 
acetic acid 96 mg (1.60 mmol) dissolved in anhydrous toluene 16 ml was added, and the mixture 
was refluxed at 120°C for four hours 30 minutes. The reaction liquid was cooled to room 
temperature, and the precipitated crystals were recovered by filtration and were washed with 
toluene, benzene, and 20 % acetone aqueous solution, and then dried, and Compound II1-2 was 
obtained 1.017 g (77%). 

•H-NMR (400 MHz, DMSO-d 6 , 30°C) 8.14 (s, 1H), 8.01 (d, 1H, J = 7.7 Hz), 7.86 (s, 1H), 7.85 (d, 
1H, J = 7.7 Hz), 7.66 (t, 1H, J = 7.7 Hz). 

Compound III-2, 250mg (1.00 mmol) was suspended in anhydrous benzene 14 ml, and SOCl 2 
627mg (5.27 mmol) was added, and the mixture was refluxed for 14 hours. SOCl 2 was eliminated 
by distillation, and thereafter, it was suspended in anhydrous benzene 10 ml, and 3,5-di-tert-butyl 
aniline 210 mg (1.00 mmol), anhydrous pyridine 4 ml were added, and the mixture was stirred at 
room temperature for two hours. 2N hydrochloric acid that ice was floated on was added to the 
reaction liquid and extraction was carried out with ethyl acetate. The organic layer was washed with 
aqueous sodium chloride, and was dewatered with MgS0 4 , and after concentration, it was purified 
by silica gel column chromatography (ethyl acetate : n-hexane = 3:4) and TZ157 was obtained 292 
mg (67 %). 
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TZ157: Colorless needles (ethyl acetate / n-hexane); mp 263°C 

'H-NMR (400 MHz, DMSO-d 6 , 30°C) 10.20 (s, 1H), 8.15 (s, 1H), 8.04 (d f 1H, J = 7.7 Hz), 7.87 (s, 
1H), 7.78 (d, 1H, J = 7.7 Hz), 7.69 (t, 1H, J = 7.7 Hz), 7.67 (d, 2H, J = 1.5 Hz), 7.17 (t, 1H, J = 1.5 
Hz), 1.30 (s, 18H), 

Anal. Calcd. for C25H231M203S, O 68.78%, H- 6.46%, N= 6.42%, 
Found C= 68.82%, H= 6.65%, N = 6.56 %. 

Example 6: Synthesis of TZ 161. 




NaH 97.6mg (60 %, 2.45 mmol) was washed with n-hexane, and it was suspended in DMF 1 ml. 
Aldehyde 1-4 (cf. Example 2) 550 mg (1.63 mmol) dissolved in DMF 10 ml was added, and the 
mixture was stirred at room temperature for 20 minutes. Methyl iodide 0.19 ml (3.05 mmol) was 
added, and the mixture was stirred for 45 minutes. The DMF was eliminated by distillation, water 
was added and the mixture was extracted with methylene chloride. The organic layer was washed 
with aqueous sodium chloride, and was dewatered with MgS0 4 , and thereafter the solvent was 
concentrated. The residue was purified by silica gel column chromatography (ethyl acetate : n- 
hexane =1:3) and Compound IV- 1 was obtained 389 mg (68 %). 

] H-NMR (400MHz, CDC1 3 ) 9.90 (s, 1H), 7.73 (d, 2H, J = 8.4 Hz), 7.31 (t, 1H, J = 1.8 Hz), 7.31 (t, 
1 H, J = 1 .8 Hz), 7. 1 5 (d, 2H, J = 8.4 Hz), 7. 1 3 (d, 2H, J - 1 .8 Hz), 3.56 (s, 3H), 1 . 1 4 (s, 1 8H). 

Compound IV-1, 385mg (1.10 mmol), 2,4-thiazolidinedione 128 mg (1.10 mmol) were suspended 
in anhydrous toluene 8 ml, and a solution of piperidine 26 mg (0.33 mmol) and acetic acid 20 mg 
(0.33 mmol) dissolved in anhydrous toluene 3 ml was added, and the mixture was refluxed at 
120°C for one hour 30 minutes. The reaction liquid was discharged into iced water, and extraction 
was carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, 
and was dewatered with MgS0 4 , and thereafter the solvent was concentrated. The residue was 
purified by silica gel column chromatography (ethyl acetate : n-hexane =1:1) and TZ161 was 
obtained 417 mg (84.5 %). 
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TZ161: Yellow plate (ethyl acetate / n-hexane); mp 265°C 

'H-NMR (400 MHz, DMSO-d 6 , 30°C) 7.70 (s, 1H), 7.46 (d, 2H, J = 8.4 Hz), 7.29 (t, 1H, J = 1.5 
Hz), 7.26 (d, 2H, J = 8.4 Hz), 7.09 (d, 2H, J = 1.5 Hz), 3.41 (s, 3H), 1.12 (s, 18H), 
Anal. Calcd. for C26H30N2O3S, C= 69.3 1 %, H= 6.7 1 %, N= 6.22%, 
Found C= 69.01%, H= 6.68%, N = 5.93 %. 

Example 7: Synthesis of TZ163. 

3-(3,5-di-tert-butylphenyl carbamoyl) benzaldehyde (synthesised in the same way as in Compound 
1-4 from m-amino benzoic acid methyl ester) was used as starting material. TZ163 was synthesised 
according to the process of Example 6. 

TZ163: Yellow plates (ethyl acetate / n-hexane); mp 195°C, 'H-NMR 1R (400 MHz, DMSO-d 6 , 

30°C) 7.61 (s, 1H), 7.46 (t, 1H, J = 7.7 Hz), 7.38 (m, 2H), 7.27 (t, 1H, J = 1.8 Hz), 7.14 (bis, 1H), 

7.08 (d, 2H, J = 1 .8 Hz), 3.42 (s, 3H), 1 .1 1 (s, 1 8H), 

Anal, calcd. For C26H30N2O3S, C= 69.3 1 %, H= 6.71 %, N= 6.22%, 

Found C= 69.41%, H= 6.92%, N = 5.99 %. 

Example 8: Synthesis of TZ165. 

Thiazolidine 11-2 (cf. Example 4) and 3,5-di-tert-butyl-N-methylaniline were used as starting 
materials. TZ165 was synthesised according to the process of Example 4 (79 %). 

TZI65: Pale yellow prisms (ethyl acetate / n-hexane); mp 253-254°C, 'H-NMR (400 MHz, DMSO- 
d fi , 30°C) 7.67 (s, 1H), 7.38 (d, 2H, J = 8.4 Hz), 7.29 (d, 2H, J = 8.4 Hz), 7.1 1 (s, 1H), 6.93 (s, 2H), 
3.42 (s,3H), 1.12 (s, 18H), 

Anal. Calcd. for C26H30N2O3S, C= 69.3 1 %, H= 6.7 1 %, N= 6.22%, 
Found C= 69.05%, H= 6.53%, N = 6.48 %. 

Example 9: Synthesis of TZ167. 

Thiazolidine I1I-2 (cf. Example 5) and 3,5-di-tert-butyl-N-methylaniline were used as starting 
materials. TZ167 was synthesised according to the process of Example 5 (76 %). 

TZ167: Colorless prisms (ethyl acetate / n-hexane); mp 238°C 

'H-NMR (400 MHz, DMSO-d 6 , 30°C) 7.58 (s, 1H), 7.48 (m, 2H) 7.23 (brs, 1H), 7.10 (s, 1H), 6.93 

(d, 2H,J= 1.5Hz),3.44(s,3H), 1.11 (s, 18H), 

Anal. Calcd. for C26H30N2O3S, C= 69.3 1%, H= 6.71%, N= 6.22%, 

Found C= 69. 13%, H= 6.78%, N = 6.34 %. 

Example 10: Synthesis ofTZ175. 
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2,4-xylidine and thiazolidine II-2 (cf. Example 4) were used as starting materials. TZ175 was 
synthesised according to the process of Example 4 (88 %). 

TZ175: Pale pink powder (methylene chloride / methanol); mp 269°C 

'H-NMR (400 MHz, DMSO-d 6 , 30°C) 9.89 (s, 1H), 8.08 (d, 2H, J = 8.4 Hz), 7.86 (s, 1H), 7.73 (d, 
2H, J = 8.4 Hz), 7.21 (d, 1H, J = 8.1 Hz), 7.08 (s, 1H), 7.02 (d, 1H, J = 8.1 Hz), 2.29 (s, 3H), 2.20 
(OH), 

Anal. Calcd. for C19H1 6N203S, C= 64.76%, H= 4.58%, N= 7.95%, 
Found C= 64.5 1%, H= 4.67%, N = 8.07 %. 

Example 11: Synthesis ofTZ177. 

2,4-xylidine and thiazolidine III-2 (cf. Example 5) were used as starting materials. TZ177 was 
synthesised according to the process of Example 5 (3 1 %). 

TZ177: Colorless needles (methylene chloride / methanol); mp 245°C, 'H-NMR (400 MHz, 
DMSO-d 6 , 30°C) 9.90 (s, 1H), 8.15 (s, 1H), 8.04 (d, 1H, J = 7.7 Hz), 7.87 (s, 1H), 7.79 (d, 1H, J = 
8.1 Hz), 7.68 (t, 1H, J = 7.7 Hz), 7.23 (d, 1H, J = 8.1 Hz), 7.09 (s, 1H), 7.03 (d, 1H, J = 8.1 Hz), 
2.29 (s, 3H),2.21 (s, 3H), 

Anal. Calcd. for C19H16N203S, C= 64.76%, H= 4.58%, N= 7.95%, 
Found C= 64.57%, H= 4.41%, N - 7.89 %. 

Example 12: Synthesis of TZ181. 




V-3 R«CH,OH TZ181 
V-4 R - CHD 



5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-2-naphthoic acid (V-1) 700 mg (3.01 mmol) was suspended 
in thionyl chloride 8 ml and 1 drop of DMF was added and the mixture was stirred at room 
temperature for two hours. The thionyl chloride was eliminated by distillation, and p-aminobenzoic 
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acid methyl ester 450mg (2.98 mmol) and 4-dimethylaminopyridine 5 mg were added, and it was 
dissolved in anhydrous pyridine 20 ml, and the mixture was stirred at room temperature overnight. 
The reaction liquid was poured into 2N hydrochloric acid, and extraction was carried out with ethyl 
acetate. The organic layer was washed with 2N hydrochloric acid, water, and aqueous sodium 
chloride, and it was dewatered with Na 2 S0 4 , and it was concentrated, and compound V-2 was 
obtained (97 %). 

Compound V-2, 183mg (0.50 mmol) was dissolved in THF 10 mL, and DIBAL 1.5 mL(lM toluene 
solution, 1.5 mmol) was added at -45°C. 30 minutes later, the reaction liquid was discharged into 
2N hydrochloric acid and extraction was carried out with ethyl acetate. The organic layer was 
washed with aqueous sodium chloride, and was dewatered with Na 2 S0 4 , and thereafter the solvent 
was concentrated. The residue was purified by silica gel column chromatography (ethyl acetate : 
methylene chloride =1:3) and compound V-3 was obtained 142 mg (84 %). 
'H-NMR (400MHz, CDC1 3 ) 7.86 (d, 1H, J = 2.2 Hz), 7.78 (brs, 1H), 7.63 (d, 2H, J = 8.4 Hz), 7.55 
(dd, 1H, J = 2.0, 8.2 Hz), 7.40 (d, 1H, J = 8.8 Hz), 7.37 (d, 2H, J = 8.4 Hz), 4.68 (s, 2H), 1.72 (s, 
4H), 1.33 (s,6H), 1.31 (s, 6H). 

Compound V-3, 140mg (0.42 mmol) was dissolved in methanol-free methylene chloride 10 ml, and 
PCC lOOmg (0.46 mmol) was added and the mixture was stirred at room temperature for one hour. 
The reaction liquid was concentrated, and it was purified by silica gel column chromatography 
(methylene chloride) and compound V-4 was obtained 99 mg (7 1 %). 

5 H-NMR (400MHz, CDC1 3 ) 9.95 (s, 1H), 7.92 (brs, 1H), 7.91 (d, 2H, J = 8.8 Hz), 7.87 (d, 1H, J = 
1.8 Hz), 7.84 (d, 2H, J = 8.8 Hz), 7.56 (dd, 1H, J = 2.0, 8.3 Hz), 7.43 (d, 1H, J = 8.4 Hz), 1.73 (s, 
4H), 1.34 (s, 6H), 1.32 (s, 6H). 

Compound V-4, 73mg (0.22 mmol), 2,4-thiazolidinedione 30 mg (0.26 mmol) were suspended in 
anhydrous toluene 4 ml. Piperidine 173 ^1 and acetic acid 100 \i\ were dissolved in anhydrous 
toluene 25 ml, and solution 3 ml thereof were added, and it was refluxed at 120°C for two hours. 
The reaction liquid was discharged into iced water and extraction was carried out with ethyl acetate. 
The organic layer was washed with 2N hydrochloric acid, water, it was dewatered with Na 2 S0 4 , 
thereafter the solvent was concentrated, and TZ1 81 was obtained 100 mg (quantitative). 

TZ181: Yellow needles (ethyl acetate / n-hexane); mp 288-290°C, 'H-NMR (400 MHz, DMSO-d 6 , 
30°C) 12.52 (s, IH), 10.36 (s, 1H), 7.94 (d, 2H, J = 8.8 Hz), 7.88 (d, 1H, J = 2.2 Hz), 7.76 (s, 1H), 
7.7 1 (dd, 2H, J = 2.2, 8.4 Hz), 7.60 (d, 2H, J = 8.8 Hz), 7.48 (d, 1 H, J = 98.3 Hz), 1 .68 (s, 4H), 1 .3 1 
(s,6H), 1.28 (s,6H), 

Anal. Calcd. for C25H26N203S, C= 69.10%, H= 6.03%, N= 6.45%, 
Found C= 69.05%, H= 6.23%, N = 6.55 %. 
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Example 13: Synthesis of TZ 183. 

5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-2-naphthoic acid (V-l) and m-aminobenzoic acid methyl 
ester were used as starting materials. TZ183 was synthesised according to the process of Example 
12. 

TZ183: Colorless powder (ethyl acetate / n-hexane); mp 183°C, 'H-NMR (400 MHz, DMSO-d 6 , 
30°C) 10.29 (s, 1H), 8.15 (s, 1H), 7.88 (d, 1H, J = 1.8 Hz), 7.76 (d, 1H, J = 1.8 Hz), 7.26 (s, 1H), 
7.26 (s, 1H), 6.71 (dd, 1H, J = 8.4Hz, 1.8 Hz), 6.50 (t, 1H, J = 7.7 Hz), 6.49 (d, 1H, J = 8.1 Hz), 
6.35 (d, I H, J = 2. 1 Hz), 1 .69 (s, 4H), 1 .3 1 (s, 6H), 1 .28 (s, 6H), 
Anal. Calcd. for C25H26N203S, C= 69. 1 0%, H= 6.03%, N= 6.45%, 
Found C= 68.8 1 %, H= 5.92%, N = 6.5 1 %. 

Example 14: Synthesis ofTZ185. 

5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-2-naphthylamine and thiazolidine 11-2 (cf. Example 4) were 
used as starting materials. TZ1 85 was synthesised according to the process of Example 4. 

TZ185: Pale orange plates (ethyl acetate / n-hexane); mp 234°C, 'H-NMR (400 MHz, DMSO-d 6 , 
30°C) 10.18 (s, 1H), 8.07 (d, 2H, J = 8.4 Hz), 7.86 (s, 1H), 7.73 (d, 2H, J = 8.4 Hz), 7.68 (d, 1H, J = 
2.2 Hz), 7.57 (dd, 1H, J = 8.4Hz, 2.2 Hz), 7.28 (d, 1H, J = 8.4 Hz), 1.65 (s, 4H), 1.25 (s, 6H), 1.24 
(s, 6H), 

Anal. Calcd. for C25H26N203S, C= 69. 1 0%, H= 6.03 %, N= 6.45 
Found C= 69.40%, H= 6. 10%, N= 6.55%. 

Example 15: Synthesis of TZ 187. 

5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-2-naphthylamine and thiazolidine III-2 (cf. Example 5) were 
used as starting materials. TZ187 was synthesised according to the process of Example 5. 

TZ1 87: Colorless plates (ethyl acetate / n-hexane); mp 1 87°C, 'H-NMR (40 MHz, DMSO-d 6 , 30°C) 
10.18 (s, 1H), 8.14 (s, 1H), 8.03 (d, 2H, J = 7.7 Hz), 7.87 (s, 1H), 7.78 (d, 1H, J = 7.7 Hz), 7.68 (t, 
1H, J = 7.7 Hz), 7.68 (d, 1H, J = 2.2 Hz), 7.56 (dd, 1H, J = 8.8Hz, 2.2 Hz), 7.29 (d, 1H, J = 8.4 Hz), 
1 .65 (s, 4H), 1 .26 (s, 6H), 1 .24 (s, 6H), 

Anal. Calcd. for C25H26N203S, C= 69. 1 0%, H= 6.03%, N= 6.45%, 
Found C= 68.81%, H= 6.21%, N = 6.37 %. 
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Example 16: Synthesis ofTZ191. 



O 




V-4 R = H 
VM R = CH 3 



CHO 



2) 2,4-thiazoiidinedione 
piperidine, AcOH, A 



l)NaH;CH 3 l 




O' 



N 



H 



NaH 18mg (60 %, 0.45 mmol) was washed with n-hexane, and it was suspended in DMF 1 ml. 
Aldehyde V-4 (cf. Example 12) 100 mg (0.30 mmol) was dissolved in DMF 4 ml, and it was added 
and the mixture was stirred at room temperature for 1 5 minutes. Methyl iodide 0.07 ml (1 . 1 2 mmol) 
was added, and the mixture was stirred for 30 minutes. The DMF was eliminated by distillation, 
water was added and the mixture was extracted with methylene chloride. The organic layer was 
washed with aqueous sodium chloride, and was dehydrated with MgS0 4 , thereafter, the solvent 
were concentrated. The residue was purified by silica gel column chromatography (ethyl acetate : n- 
hexane =1:2) and compound VM was obtained 388.9 mg (63 %). 

'H-NMR (400MHz, CDC1 3 )9.92 (s, 1H), 7.75 (d, 2H, J = 8.4 Hz), 7.24 (dd, 1H, J = 8.1, 1.8 Hz), 
7.19 (d, 1H, J = 8.4 Hz), 7.18 (d, 1H, J = 8.4 Hz), 7.04 (d, 1H, J = 1.8 Hz), 3.55 (s, 3H), 1.60 (m, 
4H), 1.20 (s, 6H),0.93 (s, 6H). 

Compound VI-1, 60 mg (0.17 mmol), 2,4-thiazolidinedione 20 mg (0.17 mmol) were suspended in 
anhydrous toluene 4 ml, and a solution of piperidine 4.4 mg (0.052 mmol) and acetic acid 3.1 mg 
(0.052 mmol) dissolved in anhydrous toluene 0.5 ml was added, and the mixture was refluxed at 
120°C for 40 minutes. The reaction liquid was discharged into iced water, and extraction was 
carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, and 
was dewatered with MgS0 4 , and thereafter the solvent was concentrated. The residue was purified 
by silica gel column chromatography (ethyl acetate : n-hexane =1:3) and TZ191 was obtained 417 
mg (93 %). 

TZ191: Yellow powder (ethyl acetate / n-hexane); mp 235°C, 'H-NMR (400 MHz, DMSO-d 6 , 
30°C) 7.71 (s, 1H), 7.48 (d, 2H, J = 8.8 Hz), 7.28 (d, 2H, J = 8.4 Hz), 7.27 (d, 1H, J = 8.4 Hz), 7.22 
(dd, 1H, J = 8.4, 1.5 Hz), 6.98 (d, 1H, J= 1.8 Hz), 3.40 (s, 3 H), 1.53 (m, 4H), 1.17 (s, 6H), 0.89 (s, 
6H), 

Anal. Calcd. for C26H28N203S, C= 69.62%, H= 6.29%, N= 6.24%, 
Found C= 69.33%, H= 6.38%, N = 6.3 1%. 
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Example 17: Synthesis of TZ 193. 

3-(5,6 5 7,8-tetrahydro-5,5,8,84etramethyl-2-naphthyl carbamoyl) benzaldehyde (synthesied in the 
same way as in compound V-4 from m-aminobenzoic acid methyl ester) was used as starting 
material. TZ193 was synthesised according to the process of Example 16. 

TZ193: Colorless plates (ethyl acetate / n-hexane); mp 188°C, 'H-NMR (400 MHz, DMSO-d 6 , 
30°C) 7.64 (s, 1H), 7.47 (t, 1H, J = 7.7 Hz), 7.38 (m, 2H), 7.24 (d, 1H, J = 8.1 Hz), 7.16 (dd, 1H, J 
= 8.4, 1.8 Hz), 7.03 (d, 1H, J = 1 .8 Hz), 3.41 (s, 3H), 1.52 (s, 4H), 1.14 (s, 6H),0.91 (s, 6H), 
Anal. Calcd. for C26H28N203S, C= 69.62%, H= 6.29%, N= 6.24%, 
Found C= 69.65%, H= 6. 1 6%, N = 6.08 %. 

Example 18: Synthesis ofTZ195. 

It was synthesised (80 %) according to the process of Example 4 from thiazolidine II-2 (cf. 
Example 4) and 5,6,7,8-tetrahydro-N,5,5,8,8-pentamethyl-2-naphthylamine. 

TZ195: Pale yellow plates (ethyl acetate / n-hexane); mp 233°C, 'H-NMR (400 MHz, DMSO-d 6 , 
30°C) 7.69 (s, 1H), 7.39 (d, 2H, J = 8.1 Hz), 7.31 (d, 2H, J = 8.1 Hz), 7.26 (d, 2H, J = 8.8 Hz), 7.06 
(dd, 1H, J = 8.4, 2.6 Hz), 6.83 (brs, 1H), 3.37 (s, 3H), 1.50 (m, 4H), 1.16 (s, 6H), 0.91 (s, 6H), 
Anal. Calcd. for C26H28N203S, C= 69.62%, H= 6.29%, N= 6.24%, 
Found C= 69.38%, H= 6.42%, N= 6.02%. 

Example 19: Synthesis ofTZ197. 

It was synthesised (70 %) according to the process of Example 5 from thiazolidine III-2 (cf. 
Example 5) and 5,6,7,8-tetrahydro-N,5,5,8,8-pentamethyl-2-naphthylamine. 

TZ197: Pale yellow prisms (ethyl acetate / n-hexane); mp 237°C 

'H-NMR (400 MHz, DMSO-d 6 , 30°C) 7.59 (s, 1H), 7.48 (d, 1H, J = 7.0 Hz), 7.42 (m, 2H), 7.24 (d, 
1H, J = 8.4 Hz), 7.19 (s, 1H), 7.04 (dd, 1H, J = 8.4, 2.2 Hz), 6.85 (d, 1H, J = 2.2 Hz), 3.41 (s, 3H), 
1 .5 1 (s, 4H), 1 . 1 4 (s, 6H), 0.9 1 (s, 6H), 

Anal. Calcd. for C26H28N203S, C= 69.62%, H= 6.29%, N= 6.24%, 
Found C= 69.51%, H= 6.37%, N= 6.27%. 

Example 20: Synthesis of TZ201. 
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O 




Vll-Z K = tl1iL 

VH-3 R = CHO 



Ester body VII- 1, HOmg (0.24 mmol) was dissolved in THF 10 mL, and DIBAL 1.5 mL (1M 
toluene solution, 1.5 mmol) was added at -20°C. 3 hours later, the reaction liquid was discharged 
into 2N hydrochloric acid and extraction was carried out with ethyl acetate. The organic layer was 
washed with aqueous sodium chloride, and was dewatered with Na 2 S0 4? and thereafter the solvent 
was concentrated. The residue was purified by silica gel column chromatography (ethyl acetate : 
methylene chloride = 1:4) and compound VII-2 was obtained 100 mg (97 %). 
'H-NMR (400MHz, CDCI 3 )7.81 (d, 2H, J = 8.4 Hz), 7.40 (d, 2H, J = 8.4 Hz), 7.31 (d, 1H, J = 7.3 
Hz), 7.13 (dt, 1H, J = 1-8,7.3 Hz), 7.08 (dt, 1H, J = 1.5, 7.3 Hz), 6.97 (dd, 1H, J = 1.5, 7.7 Hz), 6.94 
(s, 1H),6.92 (s, 1H), 4.77 (d, 2H, J = 4.4 Hz), 3.25 (s, 3H), 1.64 (m,4H), 1.32 (s, 3H), 1.26 (s,3H), 
1.14 (s,3H), 1.05 (s,3H). 

Compound VII-2, lOOmg (0.24 mmol) was dissolved in methanol-free methylene chloride 10 ml, 
and PCC 60mg (0.28 mmol) was added and the mixture was stirred at room temperature for one 
hour. The reaction liquid was' concentrated, and it was purified by silica gel column 
chromatography (ethyl acetate : methylene chloride = 1 : 50) and compound VII-3 was obtained 72 
mg(72%). 

'H-NMR (400MHz, CDC1 3 ) 10.10 (2, 1H), 7.98 (d, 2H, J= 8.0Hz), 7.92 (d, 2H, J = 8.8 Hz), 7.32 (d, 
1H, J = 7.7 Hz), 7. 1 7 (dt, 1H,J= 1.5, 8.0 Hz), 7.10 (dt, 1H, J= 1.5, 7.7 Hz), 6.98 (dd, 1H, J= 1.5, 
8.1 Hz), 6.93 (s, 1H), 6.86 (s, 1H), 3.26 (s, 3H), 1.65 (m, 4H), 1.32 (s, 3H), 1.27 (s, 3H), 1.12 (s, 
3H), 1.04 (s,3H). 

Compound VII-3, 70mg (0.17 mmol), 2,4-thiazolidinedione 20 mg (0.17 mmol) were suspended in 
anhydrous toluene 4 ml. Piperidine 173 |ml and acetic acid 100 jliI were dissolved in anhydrous 
toluene 25 ml, and the solution 2.5 ml thereof was added, and it was refluxed at 120°C for two 
hours. The reaction liquid was discharged into iced water and extraction was carried out with ethyl 
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acetate. The organic layer was washed with 2N hydrochloric acid, water, and it was dewatered with 
Na:S0 4 , and thereafter the solvent was concentrated, and TZ201 was obtained 73 mg (84 %). 

TZ201 : Red needles (ethyl acetate / methanol); mp >300°C, 'H-NMR (400 MHz, DMSO-d 6 , 30°C) 
12.62 (s, 1H), 7.83 (s, 1H), 7.82 (d, 2H, J = 8.7 Hz), 7.69 (d, 2H, J = 8.3 Hz), 7.16-7.22 (m, 2H), 
7.09 (m, 2H), 7.06 (s, 1H), 6-90 (s, 1H), 3.21 (s, 3H), 1.62 (m, 4H), 1.30 (s, 3H), 1.26 (s, 3H), 1.13 
(s,3H), 1.03 (s,3H), 

Anal. Calcd. for C32H3 1N302S-H20, C= 7 1 .23%, H= 6. 1 6%, N= 7.79%, 
Found C= 7 1 . 1 2%, H= 6.02%, N = 7.7 1 %. 

Example 21: Synthesis ofTZ221. 




DIBAL 



TZ221 



1,2,3,4-tetrahydro-l,l,4,4-tetramethylnaphthalene (VIII- 1) 1.00 g (5.32 mmol) and terephthalic acid 
monomethyl ester chloride 1.06 g (5.32 mmol) were dissolved in methanol-free methylene chloride 
20 ml, and aluminum chloride 1.42 g (10.64 mmol) was added under ice cooling, and thereafter it 
was refluxed for 30 minutes. The reaction liquid was discharged into iced water and extraction was 
carried out with ethyl acetate. The organic layer was washed with water, aqueous sodium chloride, 
and it was dewatered with MgS0 4 and thereafter, it was concentrated, thereafter, it was purified by 
silica gel column chromatography (ethyl acetate : hexane = 1 : 20 then 1 : 10), and thereby 
compound VIII-2 was obtained 1 .3 g (70 %). 
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'H-NMR (400 MHz, CDC1 3 ) 8.14 (d, 2H, J = 8.4 Hz), 7.83 (d, 2H, J = 8.4 Hz), 7.78 (d, 1H, J = 1.8 
Hz), 7.53 (dd, 1H 5 J = 8.4, 1.8 Hz), 7.40 (d, 1H, J = 8.0 Hz), 3.97 (s, 3H), 1.72 (s, 4H), 1.32 (s, 6H), 
1.29 (s, 6H). 

Compound VIII-2, 1.20 g (3.43 mmol) was dissolved in THF 15 mL under argon replacement, and 
DIBAL 13.7 mL (1M toluene solution, 13.7 mmol) was added dropwise while stirring at -78°C. 
One hour was allowed to pass, and the reaction liquid was discharged into IN hydrochloric acid and 
extraction was carried out with ethyl acetate. The organic layer was washed with aqueous sodium 
chloride, and was dewatered with MgS0 4 , and after concentration, purification was carried out by 
silica gel column chromatography (ethyl acetate : hexane =1:3) and as a result, because compound 
in which only ketone had been reduced (937.5 mg) was obtained, it was reduced by DIBAL again at 
0°C for 30 minutes, the same post-treatment was carried out, and compound V1II-3 was obtained 
896 mg (81 %). 

'H-NMR (400MHz, CDC1 3 ) 7.40 (d, 2H, J = 8.1 Hz), 7.34 (m, 3H), 7.25 (d, 1H, J = 8.0 Hz), 7.05 
(dd, 1H, J - 8.0, 1.8 Hz), 5.80 (s, 1H), 4.68 (s, 2H), 2.15 (brs, 1H), 1.67 (s, 4H), 1.26 (s, 6H), 1.25 
(s, 6H). 

Alumina 4.70g and PCC 2.65 g (12.3 mmol) were suspended in methanol-free methylene chloride 
10 ml under argon replacement, and compound VIII-3, 810mg (2.50 mmol) was dissolved in 
methanol-free methylene chloride 10 ml, and it was added gradually. 1 hour was allowed to pass, 
and thereafter the reaction liquid was concentrated, and it was purified using silica gel column 
chromatography (ethyl acetate : n-hexane =1:7) and compound VIII-4 was obtained 798 mg (99.7 
%). 

'H-NMR (400MHz, CDCI 3 ) 10.14 (s, 1H), 8.00 (d, 2H, J = 8.4 Hz), 7.91 (d, 2H, J = 8.1 Hz), 7.80 
(d, 1H, J - 1.8 Hz), 7.53 (dd, 1H, J - 8.4, 2.2 Hz), 7.41 (d, 1H, J = 8.1 Hz), 1.73 (s, 4H), 1.32 (s, 
6H), 1.30 (s, 6H). 

Compound VIII-4, 790mg (2.47 mmol), 2,4-thiazolidinedione 3 19 mg (2.72 mmol) were suspended 
in anhydrous toluene 20 ml, and a solution of piperidine 63 mg (0.74 mmol) and acetic acid 45 mg 
(0.74 mmol) dissolved in anhydrous toluene 8 ml was added, and the mixture was refluxed at 
120°C for three hours. The reaction liquid was discharged into iced water, and extraction was 
carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, and 
was dewatered with MgS0 4 , and after concentration, purification was carried out by silica gel 
column chromatography (ethyl acetate : hexane =1:2) and TZ22 1 was obtained 328 mg (32 %). 

TZ221 : Colorless powder (ethyl acetate / n-hexane); mp 204°C 
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'H-NMR (400MHz, CDC1 3 ) 8.46 (s, 1H), 7.90 (d, 2H, J = 8.4 Hz), 7.80 (d, 1H, J - 1.8 Hz), 7.60 (d, 
2H, J = 8.1 Hz), 7.53 (dd, 1H, J - 8.0, 1.8 Hz), 7.41 (d, 1H, J = 8.1 Hz), 1.73 (s, 4H), 1.33 (s, 6H), 
1.31 (s,6H), 

Anal. Calcd. for C25H25N03S, C, 71.57, H, 6.01%; N, 3.34%, 
Found, C, 71 .28%;H, 5.92%; N, 3.09%. 

Example 22: Synthesis ofTZ223. 

l,2,3,4-tetrahydro-l,l,4,4-tetramethy]naphthalene (VI1I-1) and isophthalic acid monomethyl ester 
chloride were used as starting materials. TZ223 was synthesised according to the process of 
Example 2 1 . 

TZ223: Yellow prisms (ethyl acetate / n-hexane); mp 189°C; 1 H-NMR I R (400 MHz, CDCI 3 ) 8.46 
(brs, 1H), 7.91 (s, 1H), 7.90 (s, 1H), 7.86 (d, 1H, J - 7.7 Hz), 7.81 (d, 1H, J = 1.8 Hz), 7.70 (d, 1H, 
J = 7.7 Hz), 7.61 (t, 1H, J = 7.7 Hz), 7.52 (dd, 1H, J = 8.1, 1.8 Hz), 7.42 (d, 1H, J = 8.1 Hz), 1.73 (s, 
4H), 1.33 (s, 6H), 1.31 (s, 6H), 

Anal. Calcd. for C25H25N03S, C= 71 .57%, H= 6.01%, N= 3.34%, 
Found, C= 7 1 .64%, H= 6. 1 6%, N= 3 . 1 9%. 

Example 23: Synthesis of TZ225. 

l,2,3,4-tetrahydro-l,l,4,4,6-pentamethyl naphthalene and terephthalic acid monomethyl ester 
chloride were used as starting materials. TZ225 was synthesised according to the process of 
Example 2 1 . 

TZ225: Yellow prisms (ethyl acetate / n-hexane); mp 245°C 

1 H-NMR (400MHz, CDC1 3 ) 8.67 (s, 1 H), 7.9 1 (d, 1 H, J = 8.4 Hz), 7.90 (s, 1 H), 7.58 (d, 1 H, J = 8.8 
Hz), 7.26 (s, 1H), 7.21 (s, 1H), 2.33 (s, 3H), 1.70 (s, 4H), 1.32 (s, 6H), 1.22 (s, 6H), 
Anal. Calcd. for C25H27N03S, C= 72.03%, H= 6.28%, N= 3.23%, 
Found, C= 71 .87%, H= 6.35%, N = 3. 1 4 %. 

Example 24: Synthesis of TZ227. 

1, 2,3 ,4-tetrahydro-l,l,4,4,6-pentam ethyl naphthalene and isophthalic acid monomethyl ester 
chloride were used as starting materials. TZ227 was synthesised according to the process of 
Example 21. 

TZ227: Pale yellow prisms (ethyl acetate / n-hexane); mp 19I°C 

'H-NMR (400MHz, CDC1 3 ) 8.40 (s, 1H), 7.87-7.92 (m, 2H), 7.86 (s, 1H), 7.69 (d, 1H, J = 7.7 Hz), 
7.59 (t, 1H, J = 7.7 Hz), 7.25 (s, 1H), 7.23 (s, 1H), 2.32 (s, 3H), 1.71 (s, 4H), 1.33 (s, 6H), 1.22 (s, 
6H), 
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Anal. Calcd. for C26H2N03S, O 72.03%, H= 6.28%, N= 3.23%, 
Found, O 72.21%, H= 6.37%, N= 2.96%. 

Example 25: Synthesis ofTZ241. 




IX-2 R-CHjOH 
IX-3 R-CHO 



Ph 3 PCH 3 I 4.04 g (10.1 mmol) was suspended in 5 mL of THF and n-butyllithium 8.36 ml (13.4 
mmol) was added at-78°C and was stirred for 15 minutes. Compound VI1I-2, 2.35 g (6.71 mmol) 
was dissolved in 12 mL of THF, and it was added and the mixture was stirred for one hour. Water 
was added to the reaction liquid, and extraction was carried out with methylene chloride. The 
organic layer was dewatered with MgS0 4 , and thereafter, it was concentrated, and it was purified 
by silica gel column chromatography (ethyl acetate : n-hexane = 1 : 12.5) and compound IX-l was 
obtained 680 mg (30 %). 

'H-NMR (400 MHz, CDC1 3 ) 8.00 (d, 2H, J = 8.6 Hz), 7.43 (d, 2H, J = 8.4 Hz), 7.26 (d, 1H, J = 8.1 
Hz), 7.22 (d, 1H, J = 1.8 Hz), 7.07 (dd, 1H, J = 8.3, 2.2 Hz), 5.53 (d, 1H, J = 1.1 Hz), 5.47 (d, 1H, J 
= 1.1 Hz), 3.93 (s, 3H), 1 .69 (s, 4H), 1 .30 (s, 6H), 1 .23 (s, 6H). 

Compound IX-l, 675 mg (2.01 mmol) was dissolved in THF 5 mL, and D1BAL 6.0 mL (1M 
toluene solution, 6.0 mmol) was added gradually at - 78°C, and thereafter it was stirred at 0°C for 
30 minutes. The reaction liquid was discharged into IN hydrochloric acid and extraction was 
carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, and it 
was dewatered with MgS0 4 and thereafter, it was concentrated and thereafter, purified by silica gel 
column chromatography (ethyl acetate : n-hexane =1:3) and Compound IX-2 was obtained 619 
mg (quantitative). 

•H-NMR (400MHz, CDC1 3 ) 7.35 (m, 4H), 7.27 (d, 1H, J = 1.8 Hz), 7.25 (d, 1H, J = 8.4 Hz), 7.08 
(dd, 1H, J = 8.4, 2.2 Hz), 5.44 (d, 1H, J = 1.5 Hz), 5.40 (d, 1H, J = 1.1 Hz), 4.72 (s, 2H), 1.69 (s, 
4H), 1.29 (s, 6H), 1.24 (s, 6H). 
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Compound IX-2, 620 mg (2.01 mmol) was dissolved in methanol-free methylene chloride 10 ml, 
and PCC 866mg (4.02 mmol) was added and the mixture was stirred at room temperature for one 
hour 30 minutes. The reaction liquid was concentrated, and it was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:8) and compound 1X-3 was obtained 428.5 mg (70 
%). 

'H-NMR (400MHz, CDC1 3 ) 10.03 (s, 1H), 7.85 (d, 2H, J = 8.4 Hz), 7.53 (d, 2H, J = 8.4 Hz), 7.27 
(d, 1 H, J = 8. 1 Hz), 7.23 (d, 1 H, J = 1 .8 Hz), 7.06 (dd, 1 H, J = 8. 1 , 1 .8 Hz), 5.57 (d, 1 H, J = 1 . 1 Hz), 
5.5 1 (d, 1 H, J = 0.7 Hz), 1 .70 (s, 4H), 1 .30 (s, 6H), 1 .24 (s, 6H). 

Compound XII-4, 420mg (1.37 mmol), 2,4-thiazolidinedione 162 mg (1.38 mmol) were sampled 
and suspended in anhydrous toluene 8 ml, and a solution of piperidine 32 mg (0.38 mmol) and 
acetic acid 23 mg (0.38 mmol) dissolved in anhydrous toluene 4 ml was added, and it was refluxed 
at 120°C for two hours. The reaction liquid was discharged into iced water, and extraction was 
carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, and 
was dewatered with MgS0 4 , and after concentration, purification was carried out by silica gel 
column chromatography (ethyl acetate : n-hexane =1:4) and TZ241 was obtained 449.2 mg (81 
%). 

TZ241: Pale yellow needles (ethyl acetate / n-hexane); mp 198°C, J H-NMR (400 MHz, CDC1 3 ) 
8.42 (s, 1H), 7.88 (s, 1H), 7.48 (m, 4H), 7.27 (d, 1H, J = 8.4 Hz), 7.24 (d, 1H, J = 1.8 Hz), 7.06 (dd, 
IH, J = 8.4, 1.8 Hz), 5.52 (s, 1H),5.51 (s, 1H), 1.70 (s,4H), 1.30 (s, 6H), 1.25 (s, 6H), 
Anal. Calcd. for C26H27N02S, C= 74.79%, H= 6.52%, N= 3.35%, 
Found C= 74.59%, H= 6.5 1 %, N = 3-32%. 

Example 26: Synthesis of TZ243. 

m-(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-2-naphthoyl) benzoic acid methyl ester was used as the 
starting material, and TZ243 was synthesised according to the process of Example 25. 

TZ243: Colorless powder (ethyl acetate / n-hexane); mp 168°C 

•H-NMR (400MHz, CDC1 3 ) 8.30 (brs, 1H), 7.85 (s, IH), 7.46 (m, 4H), 7.28 (d, IH, J = 8.1 Hz), 
7.25 (d, IH, J = 2.2 Hz), 7.05 (dd, IH, J = 8.1Hz, 2.2 Hz), 5.51 (d, IH, J = 0..7 Hz), 5.46 (d, IH, J = 
1 . 1 Hz), 1 .70 (s, 4H), 1 .33 (s, 6H), 1 .25 (s, 6H), 

Anal. Calcd. for C26H27N02S-1/4H20, C= 74.00%, H= 6.57%, N= 3.32%, 
Found C= 74.00%, H= 6.60%, N= 3.36%. 

Example 27: Synthesis of TZ245. 

Ph 3 PCH 3 I 1.09 g (2.70 mmol) was suspended in 5 mL of THF and n-butyllithium 2.22 ml (3.56 
mmol) was added at -78°C and was stirred for 15 minutes. TZ225 (cf. Example 23) 800 mg (1.78 
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mmol) was dissolved in 6 mL of THF, and it was added and the mixture was stirred for one hour. 
Water was added to the reaction liquid and extraction was carried out with methylene chloride. The 
organic layer was dewatered with MgS0 4 , and thereafter, it was concentrated, and it was purified 
by silica gel column chromatography (ethyl acetate : n-hexane =1:3) and TZ245 was obtained 52 
mg (6.5 %). 

TZ245: Pale yellow powder (ethyl acetate / n-hexane); mp 281°C 

'H-NMR (400MHz, CDC1 3 )8.29 (s, 1H), 7.84 (s, 1H), 7.42 (m, 4H), 7.12 (s, 1H), 7.09 (s, 1H), 5.83 
(d, 1H, J = 1 . 1 Hz), 5.32 (d, IH, J = 1 . 1 Hz), 1 .96 (s, 3H), 1 .70 (s, 4H), 1 .3 1 (s, 6H), 1 .28 (s, 6H), 
Anal, calcd. for C27H29N02S, C= 75.14%, H= 6.77%, N= 3.25%, 
Found C= 74.86%, H= 6.81%, N = 3.33 %. 

Example 28: Synthesis of TZ247. 

m-(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naphthoyl) benzoic acid methyl ester was used as 
the starting material, and TZ247 was synthesised according to the process of Example 25. 

TZ247: Pale yellow powder (ethyl acetate / n-hexane); mp 185°C, ] H-NMR (400MHz, CDC1 3 )8.19 

(brs, IH), 7.79 (s, IH), 7.49 (d, IH, J = 7.7 Hz), 7.43 (t, IH, J = 7.7 Hz), 7.37 (d, IH, J = 7.7 Hz), 

7.25 (s, IH), 7.13 (s, IH), 7.12 (s, IH), 5.80 (d, IH, J = 1.1 Hz), 5.31 (d, IH, J - 1.1 Hz), 1.96 (s, 

3H), 1 .72 (s, 4H), 1 .32 (s, 6H), 1 .29 (s, 6H), 

Anal. Calcd. for C27H29N02S, C= 75.14%, H= 6.77%, N= 3.25%, 

Found C= 74.85%, H= 6.72%, N= 2.98%. 
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Example 29: Synthesis of TZ315. 




NH t ) l-Ph-p-COOC 2 H 5 , fer/-BuONa 
2 Pd 2 (dba)^ BINAP 

2) AcC), pyridine 



X-1 




COOCH 3 



X-2 R = H 

X-3 R = COCH3 



DIBAL 




CH-.OH 



X-4 



active MnO-> 



X-5 R = H 
X-6 R = CH 3 



2,4-thiazolidinedione 
piperidine, AcOH, A 




TZ3I5 



3,5-di-tert-butyl aniline (X-1) 1.00 g (4.88 mmol), 4-iodobenzoic acid ethyl 1.37 g (4.95 mmol), 
tert-BuONa 549mg (5.68 mmol) were dissolved in anhydrous toluene 15 ml, and, under argon 
replacement, tris (dibenzylideneacetone) dipalladium(O) 91 mg, (R)-BINAP 139mg (0.22 mmol) 
were introduced, and the mixture was stirred at 100°C for one hour. It was cooled to room 
temperature, and thereafter, extraction was carried out with ether. The organic layer was washed 
with aqueous sodium chloride, and was dewatered with MgS0 4 , and after concentration, it was 
purified by silica gel column chromatography (ethyl acetate : n-hexane =1:6) and Compound X-2 
was obtained 0.94 g (55 %). 

'H-NMR (400MHz, CDC1 3 )7.92 (d, 2H, J = 8.8 Hz), 7.14 (t, 1H, J = 1.8 Hz), 7.02 (d, 2H, J = 1.8 
Hz), 6.96 (d, 2H, J = 8.8 Hz), 4.33 (q, 2H, J = 7.3 Hz), 1 .37 (t, 3H, J = 7.3 Hz), 1 .32 (s, 1 8H). 

Compound X-2, 935mg (2.65 mmol) was dissolved in anhydrous benzene 10 ml, and acetyl 
chloride 249 mg (3. 1 8 mmol), anhydrous pyridine 0.5 ml were added, and the mixture was stirred at 
room temperature for five hours. Iced water was added to the reaction liquid, and extraction was 
carried out with ethyl acetate. The organic layer was washed with dilute hydrochloric acid, aqueous 
sodium chloride, and it was dewatered with MgS0 4 , and after concentration, it was purified by 
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silica gel column chromatography (ethyl acetate : n-hexane =1:4) and Compound X-3 was 
obtained 956 mg (92 %). 

'H-NMR (400MHz, CDC1 3 ) 7.99 (d, 2H, J = 8.4 Hz), 7.39 (s, 1H), 7.34 (d, 2H, J = 8.8 Hz), 7.05 (d, 
2H, J = 1 .8 Hz), 4.35 (q, 2H, J - 7.3 Hz), 2.04 (s, 3H), 1 .37 (t, 1 H, J - 7.0 Hz), 1 .30 (s, 1 8H). 

Compound X-3, 950mg (2.40 mmol) was dissolved in THF 8 mL under argon replacement, and 
DIBAL 7.2 mL (1M toluene solution, 7.20 mmol) was added dropwise gradually while stirring at 
-78°C. The reaction liquid was discharged into 2N hydrochloric acid, and, after 15 minutes, 
extraction was carried out with ethyl acetate. The organic layer was washed with aqueous sodium 
chloride, and was dewatered with MgS0 4 , and after concentration, purification was carried out by 
silica gel column chromatography (ethyl acetate : n-hexane =1:2) and Compound X-4 was 
obtained 412 mg (55%). 

'H-NMR (400MHz, CDCI 3 ) 7.27 (m, 3H), 7.04 (m, 3H), 6.96 (d, 2H, J - 1 .5 Hz), 4.61 (s, 2H), 1 .3 1 
(s, 18H). 

Compound X-4, 400mg (1.29 mmol) was dissolved in methanol-free methylene chloride 8 ml, and 
active Mn0 2 1 .32g (85 %, 12.9 mmol) was added, and the mixture was stirred at room temperature 
for 12 hours. The reaction liquid was filtered, thereafter the filtrate was concentrated, and it was 
purified by silica gel column chromatography (1 : 4) and Compound X-5 was obtained 184 mg (46 

%). 

'H-NMR (400 MHz, CDC1 3 ) 9.78 (s, 1H), 7.74 (d, 2H, J = 8.8 Hz), 7.20 (t, 1H, J - 1 .8 Hz), 7.05 (d, 
1H,J= 1.8 Hz), 6.99 (d,2H,J = 8.4Hz),6.17(s, 1H), 1.33 (s, 18H). 

NaH 34mg (60 %, 0.87 mmol) was washed with n-hexane, and it was suspended in DMF 1 ml. 
Compound X-5, 1 80mg (0.58 mmol) was dissolved in DMF 5 ml, and it was added and the mixture 
was stirred at room temperature for 15 minutes. CH 3 I 0.14 ml (2.25 mmol) was added to this 
mixture and further was stirred for one hour. The DMF was eliminated by distillation, and water 
was added to the residue and extraction was carried out with methylene chloride. The organic layer 
was washed with aqueous sodium chloride, and was dewatered with MgS0 4 , and after 
concentration, it was purified by silica gel column chromatography (ethyl acetate : n-hexane =1:6) 
and Compound X-6 was obtained 173 mg (92 %). 

'H-NMR (400MHz, CDC1 3 )9.75 (s, 1H), 7.68 (d, 2H, J = 8.8 Hz), 7.33 (t, 1H, J - 1.8 Hz), 7.05 (d, 
2H, J = 1.8 Hz), 6.74 (d, 2H, J = 8.8 Hz), 3.40 (s, 3H), 1.33 (s, 18H). 

Compound X-6, 170mg (0.53 mmol) and 2,4-thiazolidinedione 62 mg (0.53 mmol) were suspended 
in anhydrous toluene 4 ml, and a solution of piperidine 13.4 mg (0.16 mmol) and acetic acid 9.5 mg 
(0.16 mmol) dissolved in anhydrous toluene 1.6 ml was added, and the mixture was refluxed at 
120°C for one hour 30 minutes. The reaction liquid was discharged into iced water and extraction 
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was carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, 
and was dewatered with MgS0 4 , and after concentration, it was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:3) and TZ315 was obtained 197 mg (89 %). 

TZ315: Yellow needles (ethyl acetate / n-hexane); mp 254°C, l H-NMR (400MHz, CDC1 3 ) 8.11 
(brs, 1H), 7.77 (s, 1 H), 7.34 (m, 3H), 7.04 (d, 1H, J = 1 .8 Hz), 6.77 (d, 2H, J = 8.8 Hz), 3.39 (s, 3H), 
1.33 (s, 18H), 

Anal. Calcd. for C25H30N2O2S, C= 7 1 .06%, H= 7. 1 6%, N= 6.63%; 
Found O 70.96%, H= 7.17%, N= 6.81%. 



Example 30: Synthesis of TZ3 1 7. 




Xl-3 R = CH,OH 
XI-4 R = CHO 



3-iodobenzoic acid methyl 1.37 g (5.23 mmol), 3,5-di-tert-butyl aniline (X-1) 1.00 g (4.88 mmol), 
tert-BuONa 549mg (5.68 mmol) were dissolved in anhydrous toluene 15 ml, and, under argon 
replacement, tris (dibenzylideneacetone) dipalladium(O) 91 mg, (R)-BINAP 139mg (0.22 mmol) 
were introduced, and the mixture was stirred at 80°C for one hour. It was cooled to room 
temperature, and thereafter, it was extracted with ether. The organic layer was washed with aqueous 
sodium chloride, and was dewatered with MgS0 4 , and after concentration, it was purified by silica 
gel column chromatography (ethyl acetate : n-hexane =1:8) and Compound XI- 1 (crude product) 
was obtained 5 1 4 mg (3 1 %). 

'H-NMR (400MHz, CDC1 3 ) 7.87 (d, 1H, J = 7.7 Hz), 7.75 (m, 1H), 7.53 (m, 1H), 7.29 (t, 1H, J = 
7.7 Hz), 7.07 (t, 1H, J = 1.5 Hz), 6.98 (d, 2H, J = 1.5 Hz), 3.88 (s, 3H), 1.32 (s, 18H). 

NaH 88mg (60 %, 2.21 mmol) was washed with n-hexane, and it was suspended in DMF 1 ml. 
Compound XI- 1 (crude product) 500 mg (1 .47 mmol) was dissolved in DMF 8 ml, and it was added 
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and the mixture was stirred at room temperature for 15 minutes. Methyl iodide 0.35 ml (5.62 mmol) 
was added and the mixture was stirred for three hours. The DMF was eliminated by distillation, 
water was added to the residue and it was extracted with methylene chloride. The organic layer was 
washed in aqueous sodium chloride. It was dewatered with MgSC>4, thereafter, the solvent was 
eliminated by distillation, thereafter the residue was purified by silica gel column chromatography 
(ethyl acetate : n-hexane =1 : 10) and Compound XI-2 was obtained 180 mg (34.5 %). 
J H-NMR (400MHz, CDCL3) 7.60 (m, 1H), 7.47 (d, 1H, J = 7.7 Hz), 7.23 (t, 1H, J = 8.0 Hz), 7.17 
(t, 1H, J = 1.8 Hz), 7.04 (m, 1H), 6.99 (d, 2H, J = 1.8 Hz), 3.92 (s, 3H), 3.88 (s, 3H), 1.30 (s, 18H). 

Compound XI-2, 170mg (0.48 mmol) was dissolved in THF 4 mL under argon replacement, and 
DIBAL 1.44 mL (1M toluene solution, 1.44 mmol) was added dropwise gradually while stirring at 
-78°C. After 30 minutes, it was discharged into 2N hydrochloric acid, and extraction was carried 
out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, and was 
dewatered with MgS0 4 , and thereafter the solvent was concentrated. The residue was purified by 
silica gel column chromatography (ethyl acetate : n-hexane =1:3) and Compound XI-3 was 
obtained 130mg(83%). 

'H-NMR (400 MHz, CDC1 3 ) 7.20 (t, 1H, J = 1.8 Hz) 7.14 (t, 1H, J = 1.8 Hz), 6.98 (d, 2H, J = 1.8 
Hz), 6.92 (s, 1H), 6.81 (d, 2H, J = 8.1 Hz), 4.62 (d, 2H,J = 5.9 Hz),3.34(s, 3H), 1.30 (s, 18H). 

Compound XI-3, 125 mg (0.38 mmol) was dissolved in methanol-free methylene chloride 4 ml, and 
active Mn0 2 394mg (85 %, 3.85 mmol) was added, and the mixture was stirred at room temperature 
for six hours 30 minutes. The reaction liquid was filtered, the filtrate was concentrated, thereafter, 
purification was carried out by silica gel column chromatography (ethyl acetate : n-hexane =1:6) 
and Compound XI-4 was obtained 43.5 mg (35 %) (XI-3 is recovered 5 1 mg). 
'H-NMR (400MHz, CDC1 3 )9.92 (s, 1H), 7.35 (m, 1H), 7.32 (t, 1H, J = 7.7 Hz), 7.27 (m, 1H), 7.23 
(t, 1H, J = 1.8 Hz), 7.07 (m, 1H), 7.02 (d, 1H, J = 1.8 Hz), 3.37 (s, 3H), 1.31 (s, 18H). 

Compound XI-4, 65 mg (0.20 mmol), 2,4-thiazolidinedione 23 mg (0.20 mmol) were suspended in 
anhydrous toluene 3 ml. A solution of piperidine 5.1 mg (0.060 mmol) and acetic acid 3.6 mg 
(0.060 mmol) dissolved in anhydrous toluene 0.6 ml was added, and the mixture was refiuxed at 
120°C for three hours 30 minutes. The reaction liquid was discharged into iced water, and 
extraction was carried out with ethyl acetate. The organic layer was washed with aqueous sodium 
chloride, and was dewatered with MgS0 4 , and thereafter the solvent was concentrated. The residue 
was purified by silica gel column chromatography (ethyl acetate : n-hexane =1:2) and TZ3 17 was 
obtained 88 mg (quantitative). 

TZ3 1 7: Yellow needles (ethyl acetate / n-hexane); mp 234°C 
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'H-NMR (400MHz, CDC1 3 ) 8.41 (brs, 1H), 7.77 (s, 1H), 122-1. SI (m, 2H), 7.01 (d, 2H, J = 1.5 
Hz), 6.89 (dd, 2H, J = 8.1, 2.2 Hz), 6.83 (t, 1H, J = 1.6 Hz), 3.35 (s, 3H), 1.32 (s, 18H), 
Anal. Calcd. for C25H30N2O2S, O 7 1 .06%, H= 7. 1 6%, N= 6.63%, 
Found C= 70.88%, H= 7.09%, N = 6.36 %. 

Example 31: Synthesis ofTZ321. 




XII-6 TZ325 



2-amino-5,6,7,8-tetrahydro-5,5,8,8-tetramethylnaphthalene (XII- 1) 1.50 g (7.39 mmol), 4- 
iodobenzoic acid ethyl 1.70 g (6.16 mmol), tert-BuONa 0.83 g (8.62 mmol) were dissolved in 
anhydrous toluene 30 ml, and, under argon replacement, tris (dibenzylideneacetone) dipalladium(O) 
138 mg (0.15 mmol) and (R)-BINAP 210mg (0.33 mmol) were added to this mixture and stirred at 
80°C. One hour was allowed to pass, the reaction liquid was cooled to room temperature and was 
extracted with ether, and the organic layer was washed with aqueous sodium chloride. It was 
dewatered with MgS0 4 , and after concentration, purification was carried out by silica gel column 
chromatography (ethyl acetate : n-hexane =1:8) and Compound XII-2 was obtained 1.38 g (64 

%). 

'H-NMR (400MHz, CDCI 3 )7.90 (d, 2H, J = 8.8 Hz), 7.26 (d, 2H, J = 8.4 Hz), 7.10 (d, 1H, J = 2.5 
Hz), 6.96 (dd, IH, J = 8.4, 2.6 Hz), 6.93 (d, 2H, J = 8.8 Hz), 4.33 (q, 2H, J = 7.0 Hz), 1.69 (s, 4H), 
1 .37 (t, 3H, J = 7.0 Hz), 1 .28 (s, 6H), 1 .27 (s, 6H). 
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Compound XII-2, 1.95 g (5.56 mmol) was dissolved in anhydrous pyridine 10 ml, and acetyl 
chloride 523 mg (6.67 mmol) was added and the mixture was stirred at room temperature for three 
hours. Iced water was added, and the mixture was extracted with ethyl acetate, and the organic layer 
was washed with dilute hydrochloric acid, aqueous sodium chloride. It was dewatered with MgS0 4) 
and after concentration, purification was carried out by silica gel column chromatography (ethyl 
acetate : n-hexane =1:3) and Compound XII-3 was obtained 1 .34 g (61 .5 %). 
'H-NMR (400MHz, CDC) 3 )8.00 (d, 2H, J = 8.4 Hz), 7.32 (d, 2H, J = 8.8 Hz), 7.31 (d, 1H, J = 8.8 
Hz), 7.14 (d, 1H, J = 2.2 Hz), 6.95 (dd, 1H, J = 8.4, 2.2 Hz), 4.35 (q, 2H, J - 6.9 Hz), 2.05 (s, 3H), 
1 .69 (s, 4H), 1 .37 (t, 3H, J = 6.9 Hz), 1 .28 (s, 6H), 1 .24 (s, 6H). 

Compound XII-3, 1.34 g (3.41 mmol) was dissolved in THF 6 mL, and DIBAL 10.2 mL (1.0M 
toluene solution, 10.2 mmol) was added gradually at -78°C. 1 hour was allowed to pass, thereafter, 
it was discharged into IN hydrochloric acid, and extraction was carried out with ethyl acetate. The 
organic layer was dewatered with MgS0 4 , and after concentration, it was purified by silica gel 
column chromatography (ethyl acetate : n-hexane =1:2) and Compound XII-4 was obtained 621 
mg(59%). 

l H-NMR (400MHz, CDCI 3 ) 7.24 (d, 2H, J = 8.4 Hz), 7.03 (d, 1H, J = 2.2 Hz), 7.00 (d, 2H, J = 8.4 
Hz), 6.89 (dd, 1H, J = 8.4, 2.2 Hz), 4.60 (s, 2H), 1 .68 (s, 4H), 1 .27 (s, 6H), 1 .26 (s, 6H). 

Compound XII-4, 615mg (2.0 mmol) was dissolved in methanol-free methylene chloride 8 ml, and 
active Mn0 2 2.05g (85 %, 20.0 mmol) was added, and the mixture was stirred at room temperature 
for 16 hours. The reaction liquid was filtered, thereafter, the filtrate was concentrated, and it was 
purified by silica gel column chromatography (ethyl acetate : n-hexane =1:4) and Compound XII- 
5 was obtained 271 mg (44 %). 

'H-NMR (400MHz, CDC1 3 )9.78 (s, 1H), 7.73 (d, 2H, J = 8.8 Hz), 7.29 (d, 1H, J = 8.4 Hz), 7.1 1 (d, 
1 H, J = 2.2 Hz), 6.99 (m, 3H), 1 .70 (s, 4H), 1 .29 (s, 6H), 1 .28 (s, 6H). 

Compound XII-5, 150mg (0.49 mmol) and 2,4-thiazolidinedione 63 mg (0.54 mmol) were 
suspended in anhydrous toluene 6 ml, and a solution of piperidine 12.7 mg (0.15 mmol) and acetic 
acid 8.9 mg (0.15 mmol) dissolved in anhydrous toluene 1.5 ml was added, and the mixture was 
refluxed at 120°C for 30 minutes. The reaction liquid was discharged into iced water, and extraction 
was carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, 
and was dewatered with MgS0 4 , thereafter, it was concentrated, and TZ321 was obtained 178 mg 
(90 %). 

TZ321 : Orange needles (ethyl acetate / n-hexane); mp 297°C 
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l H-NMR (400 MHz, DMSO-d 6 , 30°C) 8.69 (s, IH), 7.65(S, IH), 7.42 (d, 2H, J = 8.8 Hz), 7.26 (d, 
IH, J = 8.8 Hz), 7.07 (d, IH, J = 2.6 Hz), 7.06 (d, 2H, J = 8.4 Hz), 6.98 (dd, 1H, J = 8.4, 2.6 Hz), 
1 .64 (s, 4H), 1 .24 (s, 6H), 1 .24 (s, 6H), 

Anal. Calcd. for C24H26N202S, C= 70.91%, H= 6.45%, N= 6.89%, 
Found, O 71 .06%, H= 6.42%, N = 6.88 %. 

Example 32: Synthesis of TZ325. 

NaH 20mg (60 %, 0.49 mmol) was washed with little amount of n-hexane, and it was suspended in 
DMF 1 ml. Compound XII-5, lOOmg (0.33 mmol) was dissolved in 4 mL of DMF and it was added 
to this suspension, and the mixture was stirred at room temperature for 20 minutes. CH 3 I 0.08 mL 
(1.28 mmol) was added to this mixture, and the mixture was stirred for 30 minutes. DMF was 
distilled under reduced pressure and water was added to the residue and was extracted with 
methylene chloride. The organic layer was washed with aqueous sodium chloride, and was 
dewatered with MgS0 4 , and after concentration, it was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:5) and Compound XII-6 was obtained 80 mg 
(76.596). 

'H-NMR (400MHz, CDCI 3 )9.75 (s, IH), 7.68 (d, 2H, J = 9.2 Hz), 7.34 (d, 1H, J = 8.4 Hz), 7.14 (d, 
IH, J = 2.2 Hz), 6.96 (dd, IH, J - 8.4, 2.2 Hz), 6.76 (d, 2H, J = 9.2 Hz), 3.37 (s, 3H), 1.71 (s, 4H), 
1.31 (s, 6H), 1.26 (s, 6H). 

Compound XII-6, 75mg (0.23 mmol), 2,4-thiazolidinedione 30 mg (0.26 mmol) were suspended in 
anhydrous toluene 4 ml, and a solution of piperidine 6.0 mg (0.07 mmol) and acetic acid 12 mg 
(0.07 mmol) dissolved in anhydrous toluene 0.75 ml was added, and the mixture was refluxed at 
120°C. The reaction liquid was discharged into iced water, and, after 30 minutes, extraction was 
carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, and it 
was dewatered at MgS0 4 , and thereafter, it was purified by silica gel column chromatography 
(ethyl acetate : n-hexane =1:2) and TZ325 was obtained 105 mg (quantitative). 

TZ325: Yellow powder (ethyl acetate / n-hexane); mp 238°C 

'H-NMR (400MHz, CDCI 3 ) 8.29 (s, 1 H), 7.77 (s, 1 H), 7.33 (d, 2H, J = 8.2 Hz), 7.33 (d, 1 H, J = 8.4 
Hz), 7.13 (d, IH, J = 2.6 Hz), 6.95 (dd, IH, J = 8.4, 2.6 Hz), 6.79 (d, 2H, J = 8.8 Hz), 3.36 (s, 3H), 
1 .7 1 (s, 4H), 1 .3 1 (s, 6H), 1 .26 (s, 6H), 

Anal. Calcd. for C25H28N202S, C= 7 1 .40%, H= 6.7 1 %, N= 6.66%, 
Found, C= 7 1 .5 1 %, H= 6.70%, N = 6.60 %. 



©Rising Sun Communications Ltd. (2007) 



http://www. risingsun. co. uk 



W099/24415 3 7 Caution : Translation Standard is 

Complete Translation Post-Edited Machine Translation 



Example 33: Synthesis of TZ327. 




XID-3 R-CHjOH 
XIII-4 R = CHO 



3-iodobenzoic acid methyl 1.24 g (4.73 mmol), 5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-2- 
naphthylamine 1.03 g (5.07 mmol), tert-BuONa 571mg (5.92 mmol) were dissolved in anhydrous 
toluene 30 ml, and, under argon replacement, tris (dibenzylideneacetone) dipalladium(O) 1 17 mg 
(0.13 mmol), (R)-BINAP 177mg (0.28 mmol) were introduced, and the mixture was stirred at 80°C 
for one hour. The reaction liquid was cooled to room temperature, and extraction was carried out 
with ether. The organic layer was washed with aqueous sodium chloride, and was dewatered with 
MgS0 4 , and after concentration, purification was carried out by silica gel column chromatography 
(ethyl acetate : n-hexane =1:8) and Compound XIII- 1 was obtained 877 mg (55 %). 
'H-NMR (400MHz, CDC1 3 )7.70 (t, 1H, 2.0 Hz), 7.50 (d, 1H, J = 7.7 Hz), 7.28 (t, 1H, J = 7.9 Hz), 
7.23 (d, 1H, J = 8.4 Hz), 7.17 (dd, 1H, JI8.1, 1.5 Hz), 7-06 (d, 1H, J= 2-2 Hz), 6-90 (dd, 1H, J = 
8.4, 2.2 Hz), 3.89-(s, 3H), 1 .69 (s, 4H), 1 .28 (s, 6H), 1 .27 (s, 6H). 

NaH 72mg (60 %, 1.78 mmol) was washed with n-hexane, and it was suspended in dried DMF 1 
ml, and Compound XIII- 1, 400mg (1.19 mmol) was dissolved in DMF 10 ml, and it was added, and 
the mixture was stirred at room temperature. After 20 minutes, methyl iodide 0.28 ml (4.50 mmol) 
was added, and the mixture was stirred for 40 minutes. The DMF was eliminated by distillation and 
water was added and the mixture was extracted with methylene chloride. The organic layer was 
washed with aqueous sodium chloride, and after elimination of the solvent, it was purified by silica 
gel column chromatography (ethyl acetate : n-hexane =1:8) and Compound XI 1 1-2 was obtained 
371.5 mg (94.5%). 

'H-NMR (400MHz, CDC1 3 )7.60 (t, 1H, 2.0 Hz), 7.47 (d, 1H, 7.7 Hz), 7.25 (d, 1H, 8.4 Hz), 7.22 (d, 
1H, 7.7 Hz), 7.08 (d, 1H, 2.6 Hz), 7.05 (dd, 1H, 8.4, 2.7 Hz), 6.88 (dd, 1H, 8.4Hz, 2.6 Hz), 3.88 (s, 
3H), 3.33 (s, 3H), 1 .68 (s, 4H), 1 .29 (s, 6H), 1 .24 (s, 6H). 
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Compound XIII-2, 570mg (1.62 mmol) was dissolved in THF 7 mL under argon replacement, and 
DIBAL 4.87 mL (1M toluene solution, 4.87 mmol) was added dropwise gradually while stirring 
this solution at -78°C. The reaction liquid was discharged into 2N hydrochloric acid, and, after 30 
minutes, extraction was carried out with ethyl acetate. The organic layer was washed with 2"N 
hydrochloric acid, saturated aqueous sodium bicarbonate solution, aqueous sodium chloride, and it 
was dewatered with MgS0 4 , and after concentration, purification was carried out by silica gel 
column chromatography (1:3) and Compound XI1I-3 was obtained 500 mg (91 %). 

'H-NMR (400MHz, CDC1 3 ) 7.23 (d, 1H, 8.3 Hz), 7.19 (d, 1H, 8.1 Hz), 7.06 (d, 1H, 2.6 Hz). 6.94 
(m, 1H), 6.88 (dd, 1H, 8.4, 2.2 Hz), 6.84 (m, 2H), 4.62 (s, 2H), 3.31 (s, 3H), 1.68 (s, 4H), 1.29 (s, 
6H), 1.24 (s, 6H). 

Compound XIII-3, lOOmg (0.30 mmol) was dissolved in methanol-free methylene chloride 4 ml, 
and active MnO> 303mg (85 %, 2.97 mmol) was added, and the mixture was stirred at room 
temperature for 24 hours. The reaction liquid was filtered, and filtrate was concentrated, and 
thereafter, purification was carried out by silica gel column chromatography (ethyl acetate : n- 
hexane =1:9) and Compound XII1-4 was obtained 71 .6 mg (72 %). 

'H-NMR (400MHz, CDC1 3 ) 9.92 (s, 1H), 7.27-7.38 (m, 4H), 7.10 (d, 1H, 2.6 Hz), 7.06-7.09 (m, 
1H), 6.92 (dd, 1H,8.4, 2.2 Hz), 3.34 (s, 3H), 1.69 (s, 4H), 1.30 (s, 6H), 1.24 (s, 6H). 

Compound XII1-4, 220mg (0.66 mmol), 2,4-thiazoIidinedione 84 mg (0.72 mmol) were suspended 
in anhydrous toluene 6 ml, and a solution of piperidine 17 mg (0.20 mmol) and acetic acid 12 mg 
(0.20 mmol) dissolved in anhydrous toluene 2 ml was added, and the mixture was refluxed at 
120°C for one hour. The reaction liquid was discharged into iced water and extraction was carried 
out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, and was 
dewatered with MgS0 4 , and after concentration, it was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:3) and TZ327 was obtained 312 mg (quantitative). 

TZ327: Orange prisms (ethyl acetate / n-hexane); mp 196°C, 

'H-NMR (400MHz, CDC1 3 ) 8.39 (s, 3H)7.76 (s, 3H) 7.3 1 (d, 1 H, 8.4 Hz) 7.27 (d, 1 H, 8.4 Hz) 7. 1 0 
(d, 1H, 2.2 Hz) 6.92 (dd, 1H, 8.4Hz, 2.2 Hz) 6.89 (d, 2H, 7.0 Hz) 6.83 (t, 1H, 2.0 Hz) 3.32 (s, 3H) 
1.71 (s, 4H) 1.31 (s, 6H) 1.26 (s, 6H), 

Anal. Calcd. for C25H28N202S, C= 71 .40%, H= 6.71%, N= 6.66%, 
Found, C= 7 1 . 1 5%, H= 6.6 1 %, N = 6.44 %. 
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Example 34: Synthesis of TZ331. 




xiv-i R»H 
XIV-2 R = NO, 

xiv-3 r = nh; 



2) H 2 , Pd-C 



3) l-Ph-p-COOC 2 H 5 . /er/.BuONa 
Pd 2 (dba) 3 , BINAP 



4) AcCI. pyridine 




COOCH 3 



1) DIBAL 

2) active MnO : 



XIV-4 R = H 
XlV-5 R = COCH 3 




XlY-6 R = CH->OH 
X1V-7 R = CHD 



NaH; CH 3 I 




2,4-thiazolidinedione 
piperidine, AcOH, A 




CHO 



2,4-thiazolidinedione 
piperidine, AcOH, A 



XIV-8 



TZ331 



TZ335 




N-H 



l,2,3,4-tetrahydro-1,l,4,4,6-pentamethyl naphthalene 2.69 g (13.3 mmol) was dissolved in acetic 
anhydride 20 ml, and it was cooled to 0°C. 61 % nitric acid 0.74 ml (16.0 mmol) was added 
gradually to this solution. 2 hours were allowed to pass, and thereafter the reaction liquid was 
discharged into iced water, it was neutralized with sodium hydroxide, and thereafter, extraction was 
carried out with ether. The organic layer was shaken with aqueous sodium chloride and dewatered 
with lv1gS0 4 , thereafter, it was concentrated, and Compound XIV-2 was obtained 3.03 g (92 %). 
'H-NMR(400 MHz, CDC1 3 ) 7.96 (s, 1H), 7.21 (s, 1H), 2.56 (s, 3H), 1.70 (s,4H), 1.30 (s, 6H), 1.29 
(s,6H) 



Compound XIV-2, 3.02 g (12.2 mmol) was dissolved in ethyl acetate 20 ml, ethanol 30 ml, and 
Pd/C 400 mg was added, and catalytic reduction was carried out with hydrogen at room 
temperature. Six hours 30 minutes was allowed to pass, thereafter, catalyst was eliminated by 
filtration, and filtrate was concentrated. The residue was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:4) and Compound XIV-3 was obtained 1 .48 g (56 

%). 

'H-NMR (400MHz, CDC1 3 ) 6.97 (s, 1H), 6.61 (s, 1H), 3.45 (brs, 2H), 2.14 (s, 3H), 1.64 (s, 4H), 
1.24 (s, 6H), 1.24 (s, 6H). 
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4-iodobenzoic acid methyl 3.82 g (13.8 mmol)., Compound XIV-3, 3.00 g (13.8 mmol) and tert- 
BuONa 1.55 g (16.1 mmol) were dissolved in anhydrous toluene 30 ml, and, under argon 
replacement, tris (dibenzylideneacetone) dipalladium(O) 320 mg (0.35 mmol), (R)-BINAP 480mg 
(0.77 mmol) were added, and the mixture was stirred at 100°C for three hours. The reaction liquid 
was cooled to room temperature and extraction was carried out with ether. The organic layer was 
washed with aqueous sodium chloride, and was dewatered with MgS0 4 , and after concentration, 
purification was carried out by silica gel column chromatography (ethyl acetate : n-hexane =1:10) 
and Compound XIV-4 was obtained 2.04 g (40 %). 

'H-NMR (400MHz, CDC1 3 ) 7.89 (d, J = 8.8Hz, 2H), 7.21 (s, 1H), 7.18 (s, 1H), 6.76 (d, J = 8.8Hz, 
2H), 4.32 (q, J = 7.0Hz, 2H), 2.19 (s, 3H), 1.68 (s, 4H), 1.37 (t, J - 7.0 Hz, 3H), 1.29 (s, 6H), 1.24 
(s,6H). 

Compound XIV-4, 2.03 g (5.56 mmol) was dissolved in anhydrous benzene 30 ml, and acetyl 
chloride 524 mg (6.67 mmol) and anhydrous pyridine 1 ml were added, and the mixture was stirred 
at room temperature for two hours. Acetyl chloride 0.20 ml was further added to the reaction liquid 
and it was stirred at 50°C for four hours and furthermore at 60°C for 23 hours. Iced water was 
added to the reaction liquid and extraction was carried out with ethyl acetate. The organic layer was 
washed with 2N hydrochloric acid and aqueous sodium chloride, and it was dewatered with 
MgS0 4 , and thereafter, it was concentrated. The residue was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:4) and Compound XIV-5 was obtained 1.66 g (62 
%). 

'H-NMR (400MHz, CDC1 3 ) 7.97 (d, J = 8.8Hz, 2H), 7.33 (d, J = 8.8Hz, 2H), 7.17 (s, 1H), 7.13 (s, 
1H), 4.34 (q, J = 7.0Hz, 2H), 2.06 (s, 3H), 1.97 (s, 3H), 1.69 (s, 4H), 1.36 (t, J = 7.0 Hz, 3H), 1.29 
(s,6H), 1.26 (s, 6H). 

Compound XIV-5, 1.62 g (3.98 mmol) was dissolved in THF 10 mL under argon replacement, and 
DIBAL 1 1.9 mL (1M toluene solution, 1 1.9 mmol) was added slowly dropwise while stirring this 
solution at -78°C. After 30 minutes, the reaction liquid was discharged into 2N hydrochloric acid, 
and extraction was carried out with ethyl acetate. The organic layer was washed with aqueous 
sodium chloride, and was dewatered with MgS0 4 , and after concentration, it was purified by silica 
gel column chromatography (ethyl acetate : n-hexane = 1:2) and Compound XIV-6 was obtained 
0.99 g (77 %). 

'H-NMR (400MHz, CDC1 3 )7.23 (d, J = 8.4Hz, 2H), 7.19 (s, 1H), 7.12 (s, 1H), 6.87 (d, J = 8.4Hz, 
2H), 5.33 (s, 1H), 4.60 (d, J = 5.5Hz, 2H), 2.20 (s, 3H), 1.67 (s, 4H), 1.51 (t, J = 5.6 Hz, 1H), 1.28 
(s,6H), 1.22 (s, 6H). 

Compound XIV-6, 985mg (3.05 mmol) was dissolved in methanol-free methylene chloride 14 ml, 
and active Mn0 2 3.1 lg (85 %, 30.5 mmol) was added, and the mixture was stirred at room 
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temperature for 22 hours. The reaction liquid was filtered, and the filtrate was concentrated, and 
thereafter, purification was carried out by silica gel column chromatography (ethyl acetate : n- 
hexane =1:4) and Compound XIV-6 was obtained 297 mg (30 %, raw material recovered 282 
mg). 

'H-NMR (400MHz, CDC1 3 )9.76 (s, 1H), 7.71 (d, J = 8.8Hz, 2H), 7.20 (s, 1H), 7.18 (s, 1H), 6.78 (d, 
J = 8.4 Hz, 2H), 5.80 (s, 1H), 2.05 (s, 3H), 1.69 (s, 4H), 1.30 (s, 6H), 1.25 (s, 6H). 

Compound XIV-6, 70mg (0.22 mmol), 2,4-thiazolidinedione 25.5 mg (0.22 mmol) were suspended 
in anhydrous toluene 4 ml, and a solution of piperidine 5.6 mg (0.065 mmol) and acetic acid 3.9 mg 
(0.065 mmol) dissolved in anhydrous toluene 0.67 ml was added, and the mixture was refluxed at 
120°C for seven hours. The reaction liquid was discharged into iced water, and extraction was 
carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, and 
was dewatered with MgS0 4 , and after concentration, it was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:2) and TZ33 1 was obtained 72.5 mg (79 %). 

TZ33 1 : Yellow needles (methylene chloride/ n-hexane); mp 284°C; 

'H-NMR (400MHz, CDC1 3 ) 8.31 (brs, 1H), 7.77 (s, 1H), 7.36 (d, J = 8.8Hz, 2H), 7.19 (s, 1H), 7.17 
(s, 1H), 6.81 (d, J = 8.8Hz, 2H), 5.74 (s, 1H), 2.19 (s, 3H), 1.69 (s, 4H), 1.29 (s, 6H), 1.25 (s, 6H), 
Anal. Calcd. for C25H28N202S, C= 71 .40%, H= 6.71%, N = 6.66 %. 



Example 35: Synthesis ofTZ333. 




1) I-Ph-m-COOCH 3 , /er/-BuONa 
Pd 2 (dba) 3 , BINAP 

2) AcCI, pyridine 



XIV-3 




COOCH 3 i) DIBAL 



2) active Mn0 2 



XV-l R = H 
XV-2 R = COCH 3 




3-iodobenzoic acid methyl 1.77 g (6.77 mmol), Compound XIV-3, 1.47 g (6.77 mmol) and tert- 
BuONa 763mg (7.91 mmol) were dissolved in anhydrous toluene 15 ml, and, under argon 
replacement, tris (dibenzylideneacetone) dipalladium(O) 122 mg (0.14 mmol), (R)-BINAP 187mg 
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(0.30 mmol) were added, and the mixture was stirred at 100°C for two hours 30 minutes. The 
reaction liquid was cooled to room temperature, and extraction was carried out with ether. The 
organic layer was washed with aqueous sodium chloride, and was dewatered with MgSO.*, and after 
concentration, it was purified by silica gel column chromatography (ethyl acetate : n-hexane =1:8) 
and Compound XV-1 was obtained 1 .45 g (61 %). 

l H-NMR (400MHz, CDC1 3 ) 7.59 (t, J = 2.0Hz, 1H), 7.48 (td, J = 7.7, 1.2Hz, 1H), 7.27 (t, J = 7.8 
Hz, 1H), 7.20 (s, 1H), 7.14 (s, 1H), 7.04 (m, 1H), 5.42 (brs, 1H), 3.88 (s, 3H), 2.19 (s, 3H), 1.68 (s, 
4H), 1.29 (s, 6H), 1.24 (s, 6H). 

Compound XV-1, 1.44 g (4.10 mmol) was dissolved in anhydrous benzene 16 ml, and acetyl 
chloride 386 mg (4.92 mmol), anhydrous pyridine 1 ml were added, and the mixture was stirred at 
room temperature for two hours. Acetyl chloride 0.20 ml was added to the reaction liquid and the 
liquid was further stirred at 50°C for four hours and further at 70°C for six hours. Iced water was 
added to the reaction liquid and extraction was carried out with ethyl acetate. The organic layer was 
washed with 2N hydrochloric acid and aqueous sodium chloride, it was dewatered with MgS0 4 , 
and thereafter, it was concentrated. The residue was purified by silica gel column chromatography 
(ethyl acetate : n-hexane =1:2) and Compound XV-2 was obtained 1 .37 g (85 %). 
'H-NMR (400MHz, CDC1 3 ) 8.00 (s, 1H), 7.82 (m, 1H), 7.45 (td, J = 8.0, 2.2Hz, 1H), 7.37 (bt, J = 
8.3 Hz, 1H), 7.19 (brs, 1H), 7.15 (s, 1H), 3.88 (s, 3H), 2.10 (s, 3H), 1.96 (s, 3H), 1.69 (s, 4H), 1.27 
(s, 12H). 

Compound XV-2, 1.37 g (3.49 mmol) was dissolved in THF 8 mL under argon replacement, and 
DIBAL 10.5 mL (1M toluene solution, 10.5 mmol) was added slowly dropwise while stirring at - 
78°C. After 30 minutes, the reaction liquid was discharged into 2N hydrochloric acid, and 
extraction was carried out with ethyl acetate. The organic layer was washed with 2N hydrochloric 
acid and aqueous sodium chloride, and it was dewatered with MgS0 4 , and after concentration, it 
was purified by silica gel column chromatography (ethyl acetate : n-hexane =1:3) and Compound 
XV-3 was obtained 0.91 g (81 %). 

'H-NMR (400MHz, CDC1 3 )7.21 (t, J = 7.7Hz, 1H),7.20 (s, 1H), 7.12 (s, 1H),6.92 (s, 1H), 6.82 (m, 
2H), 5.35 (brs, 1H), 4.62 (d, J = 5.8Hz, 2H), 2.19 (s, 3H), 1.68 (s, 4H), 1.59 (t, J = 5.8 Hz, 1H), 1.28 
(s, 6H), 1.23 (s, 6H). 

Compound XV-3, 900mg (2.79 mmol) was dissolved in methanol-free methylene chloride 12 ml, 
and active Mn0 2 2.86 g (85 %, 27.9 mmol) was added, and the mixture was stirred at room 
temperature for 15 hours. The reaction liquid was filtered, and the filtrate was concentrated, and 
thereafter, purification was carried out by silica gel column chromatography (ethyl acetate : n- 
hexane =1:8) and Compound XV-4 was obtained 1 19 mg (13 %). 



©Rising Sun Communications Ltd. (2007) 



http://www. risingsun. co. uk 



W099/24415 
Complete Translation 



43 



Caution : Translation Standard is 
Post-Edited Machine Translation 



'H-NMR (400MHz, CDC1 3 )9.92 (s, 1H), 7.37 (t, J = 7.7Hz, 1H), 7.31 (m, 2H), 7.18 (s, 1H), 7.15 (s, 
1H), 7.09 (m, 1H), 5.48 (brs, 1H), 2.19 (s, 3H), 1.68 (s, 4H), 1.29 (s, 6H), 1.24 (s, 6H). 

Compound XV-4, 1 15mg (0.36 mmol), 2,4-thiazolidinedione 84 mg (0.72 mmol) were suspended 
in anhydrous toluene 8 ml, and a solution of piperidine 9.2 mg (0.1 1 mmol) and acetic acid 6.4 mg 
(0.11 mmol) dissolved in anhydrous toluene 1.1 ml was added, and the mixture was refluxed at 
120°C for seven hours. The reaction liquid was discharged into iced water, and extraction was 
carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, and 
was dewatered with MgS0 4 , and after concentration, it was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:2) and TZ333 was obtained 138 mg (92 %). 

TZ333: Yellow needles (ethyl acetate / n-hexane); mp 223°C, 

'H-NMR (400MHz, CDC1 3 )8.29 (brs, 1H), 7.75 (s, 1H), 7.30 (t, J - 8.1Hz, 1H), 7.17 (s, 1H), 7.15 
(s, 1H), 6.93 (m, 2H), 6.81 (m, 1H), 5.43 (s, 1H), 2.19 (s, 3H), 1.69 (s, 4H), 1.30 (s, 6H), 1.24 (s, 
6H), 

Anal. Calcd. for C25H28N202S, C= 71 .40%, H= 6.71%, N= 6.66%, 
Found, C= 71 .20%, H= 6.76%, N= 6.65%. 

Example 36: Synthesis of TZ335. 

NaH 40mg (60 %, 1 .01 mmol) was washed with little amount of n-hexane, and it was suspended in 
DMF 1 ml. XIV-7, 216mg (0.67 mmol) dissolved in 6 mL of DMF was added in this suspension, 
and the mixture was stirred at room temperature for 20 minutes. CH 3 I 0.08 mL (1.35 mmol) was 
added to the reaction liquid, and the mixture was stirred time for 30 minutes. DMF was distilled 
under reduced pressure and water was added and the mixture was extracted with methylene 
chloride. The organic layer was washed with aqueous sodium chloride, and was dewatered with 
MgS0 4 , and after concentration, it was purified by silica gel column chromatography (ethyl acetate 
: n-hexane =1:4) and XIV-8 was obtained 1 40 mg (62 %). 

'H-NMR (400MHz, CDC1 3 )9.73 (s, 1H), 7.67 (d, J = 8.1 Hz, 2H), 7.20 (s, 1H), 7.03 (s, 1H), 6.54 
(brs, 2H) S 3.30 (s, 3H), 2.04 (s, 3H), 1 .69 (s, 4H), 1 .3 1 (s, 6H), 1 .23 (s, 6H). 

XIV-8, 130mg (0.39 mmol), 2,4-thiazolidinedione 45 mg (0.39 mmol) were suspended in 
anhydrous toluene 6 ml, and a solution of piperidine 9.9 mg (0. 12 mmol) and acetic acid 7 mg (0. 12 
mmol) dissolved in anhydrous toluene 1.2 ml was added, and the mixture was refluxed at 120°C. 
After six hours, the reaction liquid was discharged into iced water and extraction was carried out 
with methylene chloride. The organic layer was washed with aqueous sodium chloride, and was 
dewatered with MgS0 4 , and after concentration, it was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:3) and TZ335 was obtained 145 mg (86 %). 
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TZ335: Yellow powder (methylene chloride / methanol); mp >300°C, 

'H-NMR (400MHz, DMSO-d 6 ,30°C) 12.30 (brs, 1H), 7.63 (S, 1H), 7.39 (d, J= 8.4HZ, 2H), 7.29 (s, 
1 H), 7.09 (s, 1 H), 6.53 (d, J = 8.3Hz, 2H), 3 .29 (s, 3H), 1 .99 (s, 3H), 1 .65 (s, 4H), 1 .27 (s, 6H), 1 .2 1 
(s,6H), 

Anal. Calcd. for C26H30N2O2S, C= 71 .86%, H= 6.96%, N= 6.45%, 
Found, C= 71 .60%, H= 6.99%, N = 6.67%. 



Example 37: Synthesis of TZ337. 




COOCH 3 I) DEAL 

2) active MnC>2 



XV-1 XVI-1 



CH, 



XVI-2 R = CH->OH 
XV1-3 R = CHO 



2,4-thiazolidinedione 
piperidine, AcOH, A 




N-H 



TZ337 



NaH 146mg (60 %, 3.65 mmol) was washed with little amount of n-hexane, and it was suspended 
in DMF 1 ml. XV-1, 855mg (2.44 mmol) was dissolved in 12 mL of DMF was added to this 
suspension, and the mixture was stirred at room temperature for 20 minutes. CH 3 I 0.30 ml (4.87 
mmol) was added to the reaction liquid, and the mixture was stirred for one hour. DMF was 
distilled under reduced pressure, water was added and the mixture was extracted with methylene 
chloride. The organic layer was washed with aqueous sodium chloride, and was dewatered with 
MgS0 4 , and after concentration, it was purified by silica gel column chromatography (ethyl acetate 
: n-hexane = I : 10) and XVI-1 was obtained 788.5 mg (89 %). 

'H-NMR (400MHz, CDC1 3 ) 7.34 (d, J = 7.7Hz, 1H), 7.30 (m, 1H), 7.17 (s, IH), 7.16 (t, J = 7.7Hz, 
1H), 7.04 (s, IH), 6.59 (dd, J = 7.4, 1.8 Hz, 1H), 3.88 (s, 3H), 3.25 (s, 3H), 2.04 (s, 3H), 1.68 (s, 
4H), 1.30 (s,3H), 1.22 (s, 3H). 

XVI-1, 750mg (2.05 mmol) was dissolved in THF 7 mL under argon replacement, and DIBAL 6.16 
mL (1M toluene solution, 6.16 mmol) was added dropwise gradually while stirring at -78°C. After 
30 minutes, the reaction liquid was discharged into 2N hydrochloric acid, and extraction was 
carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, and 
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was dewatered with MgS0 4 , and after concentration, it was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:2) and XVI-2 was obtained 616 mg (89 %). 
'H-NMR (400MHz, CDC1 3 ) 7.16 (s, 1H), 7.14 (t, J = 7.7Hz, 1H), 7.04 (s, 1H), 6.68 (d, J = 7.3Hz, 
1H), 6.58 (s, 1H), 6.41 (dd, J = 8.1, 2.2Hz, 1H), 4.60 (d, J = 5.8Hz, 2H), 3.22 (s, 3H), 2.06 (s, 3H), 
1.68 (s, 4H), 1.52 (t, J = 5.9 Hz, 1H), 1.30 (s, 6H), 1.21 (s, 6H). 

XVI-2, 610mg (1.81 mmol) was dissolved in methanol-free methylene chloride 8 ml, and active 
Mn0 2 1.85g (85 %, 18.1 mmol) was added, and the mixture was stirred at room temperature for 30 
hours. The reaction liquid was filtered, the filtrate was concentrated, and thereafter, purification was 
carried out by silica gel column chromatography (ethyl acetate : n-hexane =1 : 10) and XV-3 was 
obtained 423 mg (70 %). 

'H-NMR (400MHz, CDC1 3 )9.91 (s, 1H), 7.28 (t, J = 7.3Hz, 1H), 7.18 (m, 2H), 7.07 (m, 1H), 7.04 
(s, 1H), 6.69 (dd, J = 8.4, 2.6Hz, 1H), 3.26 (s, 3H), 2.05 (s, 3H), 1.69 (s, 4H), 1.31 (s, 6H), 1.22 (s, 
6H). 

XV-3, 415mg (1.24 mmol), 2,4-thiazolidinedione 145 mg (1.42 mmol) were suspended in 
anhydrous toluene 10 ml, and a solution of piperidine 32 mg (0.37 mmol) and acetic acid 22 mg 
(0.37 mmol) dissolved in anhydrous toluene 4 ml was added, and it was refluxed at 120°C. Six 
hours were allowed to pass, and the reaction liquid was discharged into iced water and extraction 
was carried out with ethyl acetate. The organic layer was washed with aqueous sodium chloride, 
and was dewatered with MgS0 4 , and after concentration, it was purified by silica gel column 
chromatography (ethyl acetate : n-hexane =1:3) and TZ337 was obtained 504 mg (94 %). 

TZ337: Orange crystals (ethyl acetate / n-hexane); mp 219°C 

'H-NMR (400MHz, CDC1 3 )8.22 (brs, 1H), 7.74 (s, 1H), 7.27 (t, J = 7.7Hz, 1H), 7.04 (s, 1H), 6.80 
(d, J = 8.4Hz, 1H), 6.64 (dd, J = 8.0, 2.2Hz, 1H), 6.48 (s, 1H), 3.26 (s, 3H), 2.05 (s, 3H), 1.70 (s, 
4H), 1.32 (s, 6H), 1.24 (s,6H), 

Anal. Calcd. for C26H30N2O2S, C= 71 .86%, H= 6.96%, N= 6.45%; 
Found, C= 71.65%, H= 7.16%, N= 6.75%. 

Example 38: Test Example. 

Using each compound of this invention, effect with respect to cell differentiation induction action 
when alone and cell differentiation induction action when retinoid was also present were examined. 
Am80 [4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-2-naphthalenyl) carbamoyl] benzoic acid was 
used as retinoid which was also present to make comparison. Using promyelocytic leukemia cell 
strain HL-60, differentiation to granulocyte system was assessed by change of form and measured 
by ability to reduce nitroblue tetrazolium (NBT). The proportion of cells which had differentiated 
(%) as shown in the floowing table is calculated from the ability to reduce NBT. 
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(A) The concentration-dependence of the ability to induce differentiation inducibility of each 
compound individually and the concentration-dependent effect of 1 x 10" 9 M Am80 was measured. 
TZ91 and TZ181 showed cell differentiation induction activity even alone, and furthermore,the 
activity of Am80, which was also present in a concentration where it did not exhibit cell 
differentiation induction activity, was strengthened. Moreover, TZ201 did not have activity on its 
own, but inhibited the activity of Am80 which is also present. 



Table 1 





Proportion (%) of differentiated cells 
with compound alone 


Proportion (%) of differentiated cells 
with lxlO" 9 M Am80 also present 


Com- 
pound 


concentration 


concentration 


-9 


-8 


-7 


-6 


None 


-9 


-8 


-7 


-6 


TZ91 


1.2 


0.8 


7 


87 


49 


58 


62 


87 




TZ181 




1 


7 


54 


37 




53 


58 


6 


TZ201 




0.3 


0.7 


0.3 


48 




64 


53 


5 



(B) Concentration-dependent differentiation inducibility with respect to each compound alone and 
concentration-dependent differentiation inducibility in the presence of lxlO' ,0 M Am80 was 
measured. TZ151 showed cell differentiation induction activity alone, and when Am80 was also 
present at a concentration at which it did not show cell differentiation induction activity, the activity 
was enhanced further. Moreover, neither TZ161 nor TZI91 have activity alone, but enhanced the 
activity of Am80 which was also present, and acted in an inhibitory manner at high concentration 
(lxIO^M). 



Table 2 





Proportion (%) of differentiated 
cells with compound alone 


Proportion (%) of differentiated cells 
with lxlO"'°M Am80 also present 


Compound 


concentration 


concentration 


-8 


-7 


-6 


None 


-8 


-7 


-6 


TZ151 


3 


4.4 


78 


4 


12 


43 


83 


TZ161 


3.5 


1.8 


3.6 


4 


12 


25 


3.8 


TZ191 


3.6 


3.5 


4.1 


11 


63 


75 


28 



(C) Concentration-dependent differentiation inducibility with respect to each compound alone and 
concentration-dependent differentiation inducibility in the presence of 3xlO" 9 M Am80 was 
measured. All the aforesaid 5 compounds other than TZ241 showed cell differentiation induction 
activity alone, and when Am80 was also present at a concentration at which it did not show cell 

differentiation induction activity, further enhanced activity was was aobserved for all 5 compounds. 
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Table 3 





Proportion (%) of differentiated 
cells with compound alone 


Proportion (%) of differentiated cells 
with lx!0" 9 M Am80 also present 


Compound 


concentration 


concentration 


-8 


-7 


-6 


none 


-8 


-7 


-6 


TZ221 


1.4 


2 


51 


44 


54 


67 


82 


TZ241 


2.8 


6.4 


89 


44 


76 


84 


92 


TZ245 


3.8 


3 


11 


44 


86 


89 


88 


TZ321 


1.2 


1.1 


28 


51 


55 


83 


88 


TZ325 


2.2 


21 


87 


51 


72 


83 


79 



(D) Concentration of each compound was fixed at lxl O^M, and effect with respect to 
concentration-dependent differentiation inducibility of retinoid (Am80) was measured. The 
aforesaid 4 compounds did not exhibit cell differentiation induction activity alone, and inhibited the 
activity of Am80 which was also present. 



Table 4. 



Compound 


Retinoid also present (concentration) 




none 


Am80(-9) 


Am80(-9.5) 


Am80(-10) 


none 


1.5 


80 


53 


8.5 


TZ223 


4.4 


62 


22 


5 


TZ227 


5.3 


11.7 


5.5 


7 


TZ243 


4.2 


77 


35 


5 


TZ247 


7 


10 


5.8 


6.4 



(E) In Kokai 9-48771, it is demonstrated that N-benzyl dioxo thiazolidyl benzamide derivatives 
represented by following general formula have insulin resistance improvement action. Therefore, 
TZ105 was synthesised as an N-benzyl derivative for comparison, and examined for presence or 
absencde of retinoid activity. 




TZ105 



©Rising Sun Communications Ltd. (2007) 



http://www. risingsun. co.uk 



W099/24415 
Complete Translation 



48 



Caution : Translation Standard is 
Post-Edited Machine Translation 



II-2 (Example 4) 150 mg (0.60 mmol) was suspended in anhydrous benzene 12 ml, and SOCl 2 
358mg (3.01 mmol) was added, and the mixture was refluxed for 14 hours. The SOCK was 
eliminated by distillation, and thereafter the residue was suspended in anhydrous benzene 10 ml, 
and 4-trifluoro benzylamine 106 mg (0.60 mmol), anhydrous pyridine 1 ml were added, and the 
mixture was stirred at room temperature for one hour. To the reaction liquid was added 2N 
hydrochloric acid with ice floating, and extraction was carried out with ethyl acetate. The organic 
layer was washed with aqueous sodium chloride, and water was removed with MgS0 4 , and 
thereafter, it was concentrated, and thereafter, purification was carried out by silica gel column 
chromatography (ethyl acetate : n-hexane = 3:2) and TZ105 was obtained 128 mg (52 %). 

TZ105: Colorless needles (ethyl acetate /n-hexane); mp 204°C, 'H-NMR (400 MHz, DMSO-d 6 , 
30°C ) 9.23 (t, 1H, J = 5.9 Hz), 8.10 (s, 1H), 7.97 (d, 1H, J = 8.7 Hz), 7.83 (s, 1H), 7.76 (d, 1H, J = 
8.7 Hz), 7.70 (d, 2H, J = 8.1 Hz), 7.65 (t, 1H, J = 7.7 Hz), 7.55 (d, 2H, J = 8.0 Hz), 4.59 (d, 2H, J= 
5.9 Hz); Anal. Calcd. for C19H13N203SF3, C: 56.16%, H: 3.22%, N: 6.89%, 
Found C: 56.36%, H: 3.04%, N: 6.98 %. 

In assay system using HL-60 cell described above, TZ105 did not exhibit any differentiation 
induction activity at all, and also it did not exert any influence on the action of retinoid Am80 
which was also present. Accordingly, retinoid or retinoid inhibition action is not displayed by the 
N-benzyl compound, and it is thought that in this structure, it is essential that a nitrogen atom is 
present in the aromatic ring, as in TZ1 85 and the like. 

Possible Applications in Industry 

Because the compounds of this invention display a retinoid-like activity or retinoid-like activity 
regulation by acting on retinoid receptor, (enhancement or inhibition of retinoid action), they are 
useful as effective ingredient of drug for prevention and/or therapy of disease such as cancer, 
diabetes mellitus, arteriosclerosis, bone disease, rheumatism or immunologic disease or the like. 
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Patent Claims 



1 . A compound represented by the following general formula (I) 




NH 



(wherein, Rl, R2, R3, R4 and R5 each independently denote hydrogen atom or lower alkyl group, 
and among these, two adjacent groups, together with carbon atoms of phenyl ring that they are 
bonded to, may bond to form a 5-membered ring or 6-membered ring optionally having 1 or more 
alkyl groups; X denotes a group represented by -C(R6)=CH-, -CH=C(R7)-, -N(R8)-CO-, -CO- 
N(R9)-, -C(=CHR10), -CO- or -NR1 1- (wherein, R6, R7, R8, R9, RIO and Rl 1 each independently 
denote hydrogen atom or lower alkyl group)), or 

a compound represented by following general formula (II) 



(wherein, R21, R22, R23 and R24 each independently denote hydrogen atom or lower alkyl group, 
and among these, two adjacent groups, together with carbon atoms of phenyl ring that they are 
bonded to, may bond to form a 5-membered ring or 6-membered ring optionally having 1 or more 
alkyl groups; and R25 denotes a hydrogen atom or lower alkyl group) 
or salts thereof. 

2. The drug which includes, as active component, a substance selected from the group comprising 
compound of formula (I) or formula (II) in accordance with Claim 1, and physiologically 
acceptable salts thereof, and hydrates and solvates thereof. 

3. A drug in accordance with Claim 2 which is retinoid receptor agonist. 
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4. A drug in accordance with Claim 2 or 3 having action to enhance the action of retinoid. 

5. A regulator in accordance with Claim 2 or 3 having action to inhibit the action of retinoid. 
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Rising Sun Communications Ltd. Terms and Conditions (Abbreviated) 

Rising Sun Communications Ltd. shall not in any circumstances be liable or responsible for the 
accuracy or completeness of any translation unless such an undertaking has been given and 
authorised by Rising Sun Communications Ltd. in writing beforehand. More particularly, Rising 
Sun Communications Ltd. shall not in any circumstances be liable for any direct, indirect, 
consequential or financial loss or loss of profit resulting directly or indirectly from the use of any 
translation or consultation services by the customer. 

Rising Sun Communications Ltd. retains the copyright to all of its' translation products unless 
expressly agreed in writing to the contrary. The original buyer is permitted to reproduce copies of a 
translation for their own corporate use at the site of purchase, however publication in written or 
electronic format for resale or other dissemination to a wider audience is strictly forbidden unless 
by prior written agreement. 

The Full Terms and Conditions of Business of Rising Sun Communications Ltd. may be found at 
the web site address <http://www.risingsun.co.uk/Terms_of_business.html> 
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